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imffXitmm] ^mm^ < rfr* h i t @ 7 9 mmma^^^ y 1 

4 0 2-^ 
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^:x-n/N'f— , ^'^wim. mum. mmm.. ^^mTmsk. &m.mmB. 

Mo 

[m*:56] SB^J#-f-: lt?^:^tL^T^ymSB^Ji:(W|— ^) L<^i||gfi<I^c|^— 



mm^2 003-3057172 



^^M2 0 0 2-2 0 5 4 7 0 ^ ^-Z^ : 

^o-^n/N-^-, ^miwitm. mum. mmM. ^^mrmsk. Msk^Brnm 

^m. yu:^^^. ^uy[yy:c)i'V-^aym. ^^^^^ V >nmm. mmm 
MW.^\-M.mtfz\±mmrrism(r>mmm'xh^mi!^-^Q%m.<D^mmo 

^^</^K$7t:{i^(^mi3J:([;^^ (2) human i n ^fflu^^ i i: 
^V''t7'i5^-MSgt7^:{i'?-03^^ human i n t(Om'k'\SLtfz\ti^^i-Mi: 
^'^mt^^Mt'^m^tz\t^(Dm.<D:p^^ ^) -=.y ir:};^^ 

[IS^:^ 12] humanin/6^^ 

(1) m^m^: ^x-m^K:hr^yWMmtw\~ifzkmmmKH-<Dr^y 

iJ@B^Jif<7)^i!f ^6-2 om(r>r\Jm-h^j::h^f^Ytfz},i^(Dm.X^:h 

3] h uma n i ni!)K 
(1) a) iE^J#-f-: 3T-^;^tL^T^ym@e^J. b) Be^J#-f- : 3T'^$tL^ 



ffitE#2 003-3057172 



2002-205470 ^ ^- 

(2) a) BB^!I#^: 4'e^$>L^T^y^ig^J. b) \ 4t?^$:tL^ 
r5ym@S5^J4'<^i~i 0^OT^y^:*s^^Lf::T5ymie^J> c) @e^j## 

d) SB^j#-^: 4-e^$^L;i>T^yMie^jffoi -S'fioT^ym^&^'ftfcoT^y 

(3) a) @B^iJ#-^: 2tfz\immW. 4 tr^^tt^ T 5 y m@e^J<^^ 1 9# 
B-24#g. ^5#S~24#S. ^1#B~20#B. 05#g~2O#S 
^lll#B~2 1#S, ^> t<{±05#g~2.1#g<^r<ymSB^J. b) 

^ijir 1 ~ GM^oT ^ y m^^'#ipL7tr 5 ymsB^iJ^ d) 5 ymifi^Jt'o i ~ 
• #Sd • m.^^^^^t>^fz W^nii^ «b 5& 0 > T 5 y WL<r>mfi 6 ~ 2 

g~24#g. ^5#g~24#B. ^l#B~20#g. ^5#B~20#g 
. 01#g~2 l#B^fc{i^5#g~2 l#gOT5ymiB^J:d-f>5&^^y-?=- 

[If 14] humanin:^^ 

(1) mm^'. ^-^m-^^^r^ jmmwhti:^if^^)^-zr^Y^fz\t^(r>^ 

(2) Ba^J#^: 4T'^$tL^T^y®?iB^J:d>^:&^>KU^r^K4fc{4'eO:^ 

(3) Wm%^ \ 3-tfz\tWm^^ \ 4T-^$;M-l>T^ymSfi^Jomi 9l=g~ 
24#g. ||5#g~24#g. 01#g~2O#B. ^5#g~20#g. % 
l#g~2 l#g ^) t < ti||5#g~2 l^gOT^ yi^iB^J;6^P>55r'&^y^ K 
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2002-205470 ^ ^-5/ 

(2) human i n^^m-^^ ^ t^rmmti- 
^mi^^':^^ -mmmfzli^<Dm.t h urn a n i n tO^'g^$fcJ±vi5^:h;v 

^1;^- h^ffiv^T#^>tL9'S. human i r^twmm^'. IX^i 

^t^^^^t^mtfzii^<Dmo 

91 m^mi 'enm<7)^\:^^tfzit^(om^^:nLx^j:^mmo 

^^ikmtfzi±mmrikm<D^m • ?^^jt'^^^^:^2 of3m<?)^E& • 

imMm2 3] @S^iJ#^: 1 •eig$tL^T^y^iB^Jt|^-'i>L< {inset; iciwi- 

— <o T ^ y mmm ^^m-t^ g ^ ^'/n-^ s^tsM V'-t y -^^/^i^Mt tzit^ 
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2002-205470 ; 
^LT^^^SGi5'>'/N°i5'^*^S:Ml--fe-7'iJ'-iJ'>yN-i5^KOf&5|:ft^JiJnL> m 

[»*3S3 01 m^m2 8tm<D:^^ V -->^-^^tfzim^m2 9mm(D^ 
^ i; y Y ^m^^xnhtid ^iB^M-^ : i xm^fL;h r 5 ymmm 
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^^m. 2002-205470 ^—-J 

Mo 

[0 0 0 1] 

:^^mit. Gg6K*a:Mv-fey^-s6M (fprld (Dmnmmzmi- 

^ o 

[0 0 0 2] 

# < <^'^;v-t v-t^t^s^tr^^ t'(7)^mmn.mwii. mmmK^^i-^h^m 

SfiSOd fi^tSLTV^^guanine nucleotide-binding protein (mT> 

eK*^»V-fe:/iJ'-^e^^^vMi7|lM»iiav-by^~M&® (7 TMR 

[0 0 0 3] 
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NA(D KfH-ie^iJj&^Expressed Sequence Tag ( E S T ) ^ L T t*- ^ ^ - K^M 

^-•7T>GSeK*^MW-fe7'i57-^a®<7)lo^:LT> FPRL l/6s^^t> 
tt-CV^^ (J. Biol. Chem. 267(11), 7637-7643(1992)) o FPRLl(DT=t^ 
;^tLT{i. ^tLt-ei::/N*i5'x';Tfi5^0f MLP. H I VS5feO g p 4 1 
v>f±g p 1 2 OcTjgjS^^T'^ K\ ^V^XDU^^y"^ l*I@14<^tJKi: LT 
{iAy842.Annexin I (D^^^-f^ Acute phase pr 
otein. hCAP18> NADH dehydrogenas e^}^<DU^ 
mmX^:bV A-4 ^J: ifi!)m^^flX\^^^ (Y. Leib. Int. Im 

munopharmacol. 2%^ I-ISS^ 2002^) o 

TJVy/^^-^-m (Alzheimer' s disease) HMn^m^^ 2:Zfm^t^t!<0^ 
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^#1^2 0 0 2-2 0 5 4 7 0 ^ ^->>' 

X [r:^ ' ^ (L. D' Adamio^^ Semin. Immunol. ^ 9^^ 17-23K> 1 

997^) izx ^mm^T)wyjs^':?>-m<Dmmm^^^mxLfz^mmjk<7>mm. 

^^nm-r^hm^'f-^mmXi) ^u-::^y^\^fz (Proc. Natl. Acad. Sci. U 
SA. 9 8m. 6 3 3 6 - 6 3 4 1 M. 2 0 0 1 ^) o C<7)ilf5^^{i, humanin ( 
WO 0 1/2 1 7 8 7) t^ni>1rhfifz2 

human i nimm^^i,z^m^ix. ^mmmizi^mLxmm^^nM-r^i><D 

[0 0 0 4] 

i^mmm lx^ t-t^ mm] 
^^*Ea«-rs#®^. m^Lx^mmmmM (^^•*>*>, v^stvk) 
tfzitr^r-:^ y t lx. ^mm^mt^ir^hmm^ntLxmm^itx^fzo 

*3 19 , Gge^^tsM i^-t -co v J: ■o'mtmm7!)^mm^ttx\^^ 

mmmaw {•rtj:t>%, ^)ifyY) (Dum. ttz. mv^f^'-\zn'thr::f=. 
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ir^^):/f>'V<D^^, iSir/FPRL 1 h 'J KT-^^huma n i n(Dmm 
Km-t^o -f^^*>, human i n^FPRLl t<D^^^^^>it 

h ?:fflv^Tt#?>ttd ^ h uma n i n^:FPRLl t(D^^'&,^^^\:^-t^ 

<iiFPRL i<Dmm.^t:mt^'^:s>^\:^mttzit^<Dm^^y^Lx^^:hmm^j: 

[0 0 0 5] 
[0 0 0 6] 
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(1) sa^im^: i'r^^^fi^r^ymmiitm-iiL<itm^^},zm-(DT^ 

^mmtfzimmrm.m<o^m.' x^mMx-^:b±m (1) mm.(o^m'mmM. 
(3) m^m-^: iTm^ti^r<ymMmt^-i>L<immmKm-<DT< 



(7) m^m^: ix^'&fi^r^ymwMtm~%\^<\t%ntfii\zwi—(or^ 



2003-3057172 



2002-205470 ^ ^->? : n/ 

> 

(11) (1) mmwr^: i-^mt>^fi:hT^ ymmw^\t\s\~i,L<iimM6^i^ 

^y^ttzii^<Dm.iSXX^ (2) h uma n i n CI i f 

yi5^-lre^t/i(4-e<^mfc h uma n i n t<D^'^i±tfzii'y^i-M^mi:m 

(12) humanin;^^ mm-^ I SX-m^fi^T ^ ymSimtm~tfzit 

(13) humanin 

(1) a) 3x-m-^ft^T^ymmm. b) @e^j#-^: s-e^^tt^ 

T ^ y m^n^(D 1 ~ 1 0 T ^ y m^^x^Lfz r^y mmm. c ) @fi^j#^ 

: 3 x-m-^fi^ T 5 y mse^iJ tci~i0'fH<7)T^y m>6^'#ijn Ltzr^y mmL 

d) @E^J## : 3T'^$tt;g>T5ym@B^J4'0 1~5'f@<^T^ym>&^^'flfc<55T^y 

(2) a) ia^j#-^: 4xm^fi^r<ymmm. b) ge^j#-^: 4-??^$tL-i> 

T5ym@2^J4'<7)l~l 0M<7)T5y^;65^^^L7t:T^y^ie^J. c) SB^j#-f- 

: 4'e^$tL^T5ymiB^jtci~i 0'(@<^T5 ymj&^#Jnt7tT^ y^ie^j, 

d) @B^J#-^: 4t?^$tL^T^y^eB^Jif0 1~51@OT5ym5&^'ft6<^T^y 
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M2002 - 20547 0 ; 

(3) a) mm^: 3^fz\tm^m^: ^'^'^^fi^r\jmMn<Dmi 9# 
e~2 4#g. ^5#a~2 4#g. iii#g~2 o#.a. S5#a~2 o#a 

>^l#a~2 1#a^ ^ L< {i^5#g~2 l#BOT5 y^SE^J, b) 

m^i-&m(^r^ym.mfm\^fzr<jmMn. d) Mr^ymsa^!i4>(7)i~ 

• #in • m^^m.^^t>'^fz r<y miB^J^^^ ^ . r^y Wi<om^ 6 ~ 2 

B~24#g. ^5#@~24#a. ^1#B~20#B. ^5#B~20#a 
K=J:I^<) ^^c(±-€-omT-^^_h|B (1 1) mm.<Dx^ V '^i^m. 

(14) human in 

(ii) SBM#-i-: 4x-m^ti:hr<yms.mT(>^i::>^j:^^v^'ff-Vtfzii^(Dm. 

(iii) ss^ij*-^: 3tfzmm^^: 4r-m^ti:hr^ym.m^]<omi 9#b 

~24#B^ 05#a~24#B. ^l#B~20#a. 05#B~2O#B. 
^l#a~2 1#B^) L< {ilil5#B~2 l#BOT5yM@5^J^>?>J^^^y^ 
K*fv:(i'?-0:^-C^;2,±fe (11) Mm<7):^^ V ^Ij^, 

(15) (1) gfi^iju-f-: i-^^mt>^fi^r 5. ymMmtm-'i>L<itmMmi:^ 

K^fv:(i^omi3J:(yf (2) h uma n i n^^:^-t^^t^m^t't:hmv 

(1 6) ±fB (1 1) %m.(r>::^^^)-=.y^^m-tfz\,t±m (l 5) mm.<Dy^'^ 
>=lrfflv^T#lbtL9-S> huma n i nfci2^J#-^: 1 T'^^? 
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(17) r=f^:^ hx-$>;h±m (i 6) mm.<D^h^^. 

(18) T>^rf^x hr-^;?, ±13 (16) mm.<D^t^m. 

(1 9) ±15 (1 6) mm<7)it^mtfzit^(Dm.^^ykLx^j:^mm. 

(2 0) ±13 (1 7) mm<DT=f=-xh^:^mLx^^^mm^mB.i:>L<im 

(2 1) T;^'7^^-fv-^, /N'-^>y>'^, r-i^v^, mmm^mmm^m. 
ms^]km.tfzimmrifsLm(D^m • ?&^^jT'^^±fs (20) mm<D^m - t^m 

( 2 2 ) ±ffi ( 1 7 ) ffim<7) r3'-;^h^'^^tT>&^ IHia^^Jp^J^J. 

(2 3) @s^j#-^ : i-e^^^tL^T^ymie^Jtl^-^ L<(iiiK6«jtci^-<^T 
(2 4) ie^j#-i-: it?^$tL^T^yi?Be^ji:iwi— ^) L< {iii®e*;tcisi— (^)r 

I 

^j:^MmG^>^^^m^umi^'t-:f^-^y^^^M<D§tmM^muL. nmm^ 

(2 5) ±IB (2 3) ne,m.(0:^^V-^>-sryj^tfzli±M^ (2 4) |Bm<^;^5' 

.miE#2 003-3057172 



2002-205470 ^ ^->? I 14/ 

(2 7) r;vy^N-<v-^. /N'-^>y>'^. ^r^:.^, mmm^mmm^t&. 

(3 0) ±fE (2 8) fBm<^;^i5' V-->'ir:^&t;t:(±JifB (2 9) IB«0>^i^ 

(3 1) ±fB (3 0) fBm<^)'fk'^tf^7t:(i-eO:^S:^;^LT5&-2.m?B«l$IJ^J=l: 
[0 0 0 7] 

(3 2) (i) m^m^: iTm^fi^T^ymMmtm~'^L<immmizm 

ffifflE# 2003-3057172 



^^M2 0 0 2 - 2 0 5 4 7 0 ^-i; 

h um a n i n t^^m^-^tim^t. (ii) FPRLl. ^O^^^-fi^Vt 
fzit^O^t^ human i niS XX/UM'it^^ t^^m^^fz^^t<0}tm^ 

(3 3) ( i ) UMLtzh uma n i n^rFPRLl^ ^cfi 
'e;<0:^^l^M$-^f^:ir'^^. (ii) ^mt/ch uma n i n J: C^'Ki^'fh'^tJ * 
FPRLl. ^<^g|5^^y^K$fc(±^^mtc^|!lj$^^c^>^tci5tt^. 
TthumaninOFPRLl. -eoSB^^y^ fc{i-€-<^:^lC^i-;&^'^ 
^M^U Jtt^t-'2)it=^i|^^1-;5>±ffi (1 1) |5«(7);;?.i^i;-->^^>^^ 

(3 4) ( i ) mmLfzh uman i n^FPRLl ^"^^ir^mMi^mM^-t 
fzm^t^ (11) mmLfzhuma n 1 niS iiXJ^U^'lb^^^F F RL It:^:^ 

•t^mmzmm^^fzm^iziiif^h. mmLtzh uma n i n<DmmmKMi-^ 

(35) ( 1 ) ^mD^c human 1 n^FPRLl ^^^-f ^mm<Dmm'»K 
^m^-tfzm^t, (ii) ^ISsLfch uma n 1 niSiiXTm^jt-^m^FF RL 

1 ^'^mir:hmm(Dmm^Kmm^^fzm^KiBi>f:h. ^mt^ch uma n i n 
1) w&m.<o::^9v-^>^-^m. 

(3 6) ( 1 ) MWiLfzh umanin?-^ FPRLl^n - K't'S D N A Sr-^ 

D N A ^^^-r ^mm^^9 9- ■X:^MM^t^ L fzMM^^i^^^mi- ^ c: 

t KX':>xmmMM^mi^<ommmK^^LfzFF r l i izmm^^tzm^t. 
(11) ^mtTthuman 1 nii xxfmMi}:^m^mmM^mi^<Dmmiz^^ 

LfzFFRLHZ^m^^fzm^J>Zi3l>1r^, ^mLfzhumzn i nOFPRL 

nzM-t^^^m^m^u itmir^^t^!^WLt-r^±m (i d tamoxi^ 

(3 7) (1) FPRLi^mmt-t:hit^(^^FFRLi^^7^-r;hmn^Km 
m^'^fz^^t. (li) FPRL l"$:^ste'^f:i-^>^k'g•^l^^J;Df^>f^i^^^^Fp 
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R L 1 ^^m-r^mm^^m^^fzm^izi5i.fh. f p r l i i:ift'Ltimm.mm. 

(3 8) FFRLl^:mmtir^^t^m^. F P R L 1 ^ :3 ^ Kt-;5> DN A =lr-^ 

^:ic<j;oT^^5^@fej^#:<7)mMtcii^t/cFPRL 1 izmm-^^fzm^t^ 
F p R L 1 ^m^^t-r^^t^^isxrfu.m^t^^^mmmMm^i^mmmi,^^ 

mty^:FPRL 1 Kmm^^fzm'kKisl-f:^. FPRL 1 ^iff-t^mmMWif^^ 

trm^u Jtf^f ^^i:=Sr#mtt-^±fa (1 1) mm(7):^^ V -^>v:fjm. 

(3 9) FPRLl^?&tt>fb-t-^>fb'^£^76«humaii i n-t?^^JtifB (3 7) t 

fzit (3 8) femo;^i5^i;-->^':)^^. 

(4 1) FPRLl?r3-K-t^DNA5r#^1-^DNA*#^i-^a^x.-^i^ 

i'^^m\^fzFFRLii^mir^^t^mwLti-^±$i (rs) lamo^^iJ'';- 

[0 0 0 8] 

^^^•V^m $ tLS F P R L 1 ti. @B^J#^ : 1 -^mt^ $ T ^ y miB^j t 

. ^mmm. ^')rmm. mm.fimm. ^mmm. ^'*r>^^Amm.. 
^^y:^mm. mmu. ±.mm. v^^m.. mm^mm.. mmmm.. %mm. 
Wi'mmm,. {m. -^^uy t-v\ rmm. smm. 

mm. 'wmm. -t^iaia. m'Wmm. %mmm. smm%L<imMmm. ttz 
it:iixhmm.<Dmmmm. ^mmi>L<it:ff>mm^j:^) ^m.m-^(Dmm. ttz 
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mmm. -kmmmm. mm. mm. mmru. ^ij^t^. ±m&m. mm. 
. ^mm. mmm. mmm. n^. mmm. mm. mm) . ^m. rmi^. w. 
mm. ^m.. to. ^mm. mo^. #fi. su-^. ^m. mn. m. m 
^tm m. -km. ^m) . mm. m.m. ^m. mm. mm. ^rm. .i^mit. ^ 
mifn.m. m^m. mA. mm. wm. mm. ^n. m%u. 
. mm. #fi. mm. mt. '^^^yT-i^^j:t'(7)^m.^mm§ift^miBMmm, 

[0 0 0 9] 

^^m<Dw.m^'^ : 1 x0it> ^ti:hT<y mnm t mnm isi-o r^ymm 
m^^m-t^m^MtLxii. mx.i£. @b^j#-^: ixmt>^fi:hTkym$s,m 
tmMmKm-'<or^ymmm^mL. se^j#^: ixm^o^ti^r^ymmm 

^mm m. mo, o i~i o om. #tL<«^o. 5-2 o-f^. x^tt^-tL 

^^xm^t^^t^^x^^ho 
[0010] 

tfz. FPRLi^LTii. a) @e^j#-^ : ixmh^fi^T ^ ymmm^<D 

ltrzit2mKk± mtL<ii. 1--3 0>IH^E. ii9Sf^L<{±l~l O^S 
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^i^i^utL<itmm (i~5^) ) oT^ym^^x^Ltzr^ymm^k 

1-3 om^&. i i9*f ^ L < 1 ~ 1 ommm. $ h l < {i^-f® ( i ~ 
sm). ) (or<ymmtmLtzr^ymMm. c) sa^m-^: it^^^^l^t 

5ymB£^J4'<^l t^c:(i21Hiill_h (Itft L<{i> 1 ~ 3 OMSJg. J: O^f * L < 

{ii ~ 1 offlsjg. ;^f>n$ft L< (i^-fs (i~5>i®) ) <Dr^ymi!)m<Dr^ 

[0 0 11] 

*?:^tt^T^ ymHa^J^-^^-t^FPRL 1 =l:tiCi6i:-t-^FPRL 1 tt. 

(-COOH) . *;V^*^'>1^- b (-C 00"). T^K ( 
-CONH2) (-COOR) O'fpTttT^o-C^j iv^o 

i^-ejij^7=-;vic:j5tt'6R t Mx.(f> n-7°ne;i/ 

. a->?--7^;i'^ifOC 6- 1 2 ^'>'^>"^*> '^£(?> ■7j^;t>^>'V^ 
^;v-C 1 - 2 T;v^;v^^eoc 7 - 1 4 T7;v^;v^ot55&\ 0Pffl^;^7^ 
FPRL l^«C5^^m^^c*;^:^^*^v;l/^ vi-- h) ^;tL 

WOFPRL 1 lC'^$tL;&o iOJ#'^OaL;^T-;i'i: LTti. '^Jx.tf±f2L7t C5[^ 
FPRLltcti, _hi3L7t®S®tc^v^T. N*^<7)^ ^ ^J^* 
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• ^^m2 002-2 0 5470 ^ ^->? 

offl!lil±omm* mx.\t. -OH. -SH. r^^m. ^Kir^/-)vm. 

. ^ o 

RL1{±. J. Biol. Chem. 267(11), 7637-7643(1992) tClB^$ttTV^;2><2r^<?5 
[0 0 12] 

F P R L 1 <Dn>5^-^f^ K (mT> SB^-^T'^ K t H^IB-r -B^'^:^^^^^) t L 

. FPRL losea^^o^*,, mmm(Dm'mmLx^^^u^x$> 
Mm^Kii. mn^^: i-e^^$tt^T^ym@e^j^^i-^FPRL lo^ 

^S'^T'^Ki: LTJi. m^^f^y Ymmi:i^\^^xmm^mm. (^tK^ (Hydrop 
hilic) g|5fi) X$>^ t^m^tifzU^^^tf^y^ tfz^ ^Tfctt (H 

ydrophobic) ^^^—m^^t^^-f^ K ^> |WI;^tcffl v^-5> i t i!)^X m^<DV 

L<{ii 0 oi@m±oT^ymse^j^^-r'5)^'7°^K^^';6^'$ft Lv^o 

L<tt^9 0%m±. i «)iftt<(i^9 5%m_h05|il^^^;ft'Sr^ymiB 
[0 0 13] 



miE# 2003-3057172 



112002-205470 ^ ^-i^ 

^^L> t7t(i. t(DT ^ ymm^]i,zi tfzii2mi^i± mtL<it, 1-20 

tfz. ^^?g<7>gR:$9>^:/^K{±C^«>6^5&;v*'^v;v^ (-COOH) . 
^^zyU-h (-C00-) . T^K (-CONH2) ^ fcfio^y^x;!/ (-CO 

itfttv^o ^<^M5femtLT«. m^ii. mm> :^<b 

[0 0 14] 

h i^<2r^<7) V'^yrJ' -Se®0*SM:^-aic J: o Tm^l-'B ^ ^ i ;& t 
^ f^t::fB<gi--i>2|s:^5§<^FPR L 1 ^rr- Kf DN A =S-^W1"'5»5^@teiJI#^^ 
^«1-^Cl^icj;oT^)ti^i-^^:i::d5T'i-&o tfz. ^^mzm-f ^^^^^^ 




miE#2 003-3057172 



2002-205470 ^ ^-i; 

[0 0 15] 

^;v-7a:^;i/T-fehr^ Kp{5^;v#j|i, --KV TiJ"; ;VT^ mii, 4- (2' . 
4' ->^^ h^v-7i::i;i/-t Kn^i/^^;l.) 7xy^v;^J|g. 4- (2' , 
4' -v'^ h^'>7i:^;V-FmocT^ y :^ y ^z^mm^J: t'^mif^ 

|i^^=Jrfflv^^i^^s-e^^;65^ f^tc^ Vmif^X\^^o 5 K 

«tLT{i. DCC. N, N' -i^^yXntf;!^?^;^.-}^^^^ K\ N-Ji^;^- 

^iz^^mmtizity-^^itmimuM mx.it. hobu HooBt)^:^ 
^> iz'^mr ^ ym^WMmmKmi]u-r^7i\ t tzii. fmrn-My^mttzituo b 

[0 0 16] 



tillE# 2003-3057172 



2002-205470 ^~-J : 22. 



[0 0 171 

;v:^^->:*;v:|^*-;K ^ v**;v^;i/:^^v5l^;i';K-;v, 4 h ^v^>^>?;^:^- 
^'>*;^JK::^;K Cl-Z, Br-Z. T^v:^^;^:^^v5t;;i':^^'-;v, h 7 

^a^-;!/^^;^^^- Fmo c ^ if;&s^v^p> tL;g,o 

:*;V'i?^>';i/ii(i, T;v^;vji;^xMb (Mx.(?. pf^;!/. 

''K 4-- hn^:^-y;l/ji;^7-;K 4 b ^ v^>>?;vji;^<5r;i/^ 4_^nn 



tblE# 2003-3057172 



2 0 02-205470 A v : 23/ 



•f-n>'>o-7Jiy-;H47Km^o#.H*^tTi±. Mxtf. Bz 1. C 1 2- 
BzU 2--hn^>-^;u, Br-Z. V -:/f-;i/^i:'^5^fflv*f>tL^ 

o 

-2, 3, 6 - > U p« •f-;v^>'"if dnp> ^>>^;i':t^v^"^;i' 

^ Bum> Boc^ Trt^ Fm o c ^ if;5^^ffiv^ ^ tt^o 
[0 0 18] 

, 4, 5 - h 1; ^nn-7jcy -;v, 2, 4 - v- h n y vTyp«^;V 
T;1/3-;v. hn7a^y-;K HONB. N-ii Kn^vx^^ v5 n 

-t Kndfi/-7j5^;l/^ ^ K> HOBt) t<DJ^:^r-)V) ^Aifitm^^^hfi^o WM 

ot:~4 o'c<7)zajgT'tT5&t>tt^:6^ m^smiizi^y^^xii, m^i^. t-v-;k 

■7^7-;^, ^:tr-y-;K ^^i^^y'-;K /^°9^5'W-;^^ -:^y^;u;^;u 

y-f K. 1, A-y^Z^i^^rt-JK 1. 2-Jii5^>v^:^-;l/^jt'(^J;^;&??7 
^ ^ >ffii£IW<^^Jn56^^^'e2b ^ o t t ;^ ^ >^ >' ^ ^y*- )U^m^ t L 

mSE#2 003-3057172 



2002-205470 ^ : 24/ 



[0 0 19] 

t:^^x^:ho ^<7)m.M&Mim^<D^mm^^^^mmLxmm:U ^mm^^^ 

[0 0 2 0] 

■^^m<DFV R L 1 <7)U^^f^ Vttzkt^<D^\,t:, ^il^^^<D^^^ 
t^^-So <Zr^<7>fg^:^^^^^^Ojg^^t l^-^,^^ ^j^,^^ iJlTOa) ~e) tcfB 



miiE# 2003-3057172 



=0 2002-205470 ^—i^l 



a) M. Bodanszky ^XZJ^KL Ondetti. ^-/^ K i>>>tvX (Peptide Synt 
hesis), Interscience Publishers, New York (1966#) 

b) Schroederis i; m^iebke. •^f ^"/^ K (The Peptide), Academic Press, Ne 
w York (1965^) 

c) ^mm^m. ^y^r^m<Dm^tmm. %mm (1975^) 

d) ^mt^m ^xzfmm^^^ ^^t^m^m u. m&M<o^tmv. 205. (1 
977^) 

e) ^mt^mm^. m,mm^t,(Dm^ mum v^m mmmm 

^ h^^mm^m-t^ ^t-^^x-^:ho ±fB:^^-e#f, tt^gu^^T'^ vibmmi^r- 
[0021] 

OFPRL lS-rr--Ki-^;^^ie^j (DNAt fctiRNA, ^^L<{iDNA) 

-C.{4. ^I&^<^FPRL 1 =Sr3- Ki-;g,DNA. mRN A^<^R N A"t?^ . Zl 

ilRNAifvTtiDNA : RNAO/N^rv y h*Xi>X\^>o -'^^(Dm^it. t> 
{-t^^t^ib^ n-Kii) T'^oT^, T>^-fe>';^$I (1-^t>Tt). ^rj-K 

nmm^m'fi] rifPCRt-c-ojsffij 15(7). i997fam<7):^-^t/t(4-^tttcfiD 

fz^j^KX^^ *^5§<7)FPRL l<7)mRNA^^»1-^^i:76-'-tr§<g,o 
^^^OFPRL 1 frrr- K-r^DNAi: LTi±> ^^'yADNA. r^ADN 



m«E# 2003-3057172 



02 0 0 2-2 0 5 4 7 0 ^ : 26/ 



v^-fttT'^oT^> iv^o ^7^^. -i:fSL7t« .aMJ:'9totalRNA^7^c{imR 
l^Am'^^mmil^fz'^<D^m^^XWMReverse Transcriptase Polymerase Chain 
Reaction (^T. R T- P G R^iiB&^xf^) -oXmrn-t^ ti>X-^ :h 

: 2 T-^^ ;^ ti,^ i^^ie^J ^^:^-t D N A . tfz tilfi^J^-^ : 2 T'^^b ^ 

@B^J#^ : 2 T'^:b $ fL:hmmm ^^^-rrV^^^-rXT§^DNA^:L-C{±, 
%\ik±^ J: ^ L < fi^ 9 5 %iiil±0^|W|tt=^;t-r ^:^^@B^iJ=^^Wf D N 
[0 0 2 2] 

ff> • i^u-^>^- (Molecular Cloning) 2nd (J. Sambrook et 

al.. Cold Spring Harbor Lab. Press, 1989) K^Wi.'^'liWi'^J: i^K'^oX^^j: ^ 

m^N>f ;^ > i; ^ v^a^ ^ h ^^#^ (i, 'B^A{i"> h 'J ^2^mMi)^m 19-40 
mM. 0 $ L < ti^ 1 9 - 2 0 mUX^ ^mT()^^ 5 0 ~ 7 0 $f t L < (i*?; 6 
0-65 "CO^^^^i-e #tc, •:^ h i; 1 9 mMt^za^^y^^'lt 6 5 r 

RL 1 'SDNAt LT(i, iB^J#-^ : 2 T-^t>$ tt^j^SSe^J^-^:^ 

■t -S) D N A v> t> tL^ o 



ffiaEiff 2003-3057172 



2002-205470 A ^--J : 27/ 



F P R L 1 ^ 3 - Ft ^ D N A (T^m^gB^J'lf f^jcftc?^ § Kit ^^Ld ^ 
o ^0Lfz^^^}^^U:t^V mm it. FPRL ljtfK^-<ORNAi:^N>f 

^^^^itFFRLimmRNAt<DmKi'^m^^LXFFRLimm^<D^^^ 
' fsm-t^^t-^^X^^ho FPRL 1 MmRNACDM^i^tLyt:@B^Jlc>fg^i6<j 
^jHi;^^1/:^-^K> i3J;t>'FPR.L 1 M^R N A i:#^fi<jlc/Nvf ^ i; V^X-t 
:h^ti)^X^^^V ^^ly:^^ J: Xf^i^^XF P R L 1 atfE?-<?5 

5im«rii0 • mmir:h<oK^mx;^^. tfzm%^j: t'(Dmmtfz^imm^^^mx 
h^o mm TMSf^j tii. MU^^-^tbfzy^ ^ ly^^ y\ ^mw.mtfziim 

^•^K> m^@£^ijtfc(i^mfc^*/^K m^m) t(Dmx r^tiis-r^j tj±. 
^i^v^-^F mm) om^\tfzi±^<7)mwm-hmm^fi^^^K^^^y'^ 

rs^-f^ 5' ^6-^-;^^T • vtf^h, 5' wmm.^WL. if^^^^-zt^ym 

Wm^'=iY>. MSM=i-KIS:^. ORFIilR|§$&=rK>. 3' 
LTS^^Ld^:*^ FPRL 1 itfS^I^IOjPM^^^:^^)^^^: L,XWR\.o^ 

o 

[0 0 2 3] 

> 2-7=':^-4rv-D-';**-;^^'^^bTV^^^-i;T':#-^v5?i?'^:^^K^ D- 



tiJiE# 2003-3057172 



2002-205470 A ^-v: 28/ 



22^iIDNA. l:2^SIDNA. 2:$:ilRNA. l:*:ilRNA. $^tCDN 
A : RNA^N-rrV KT'^^^^T&^-ei:. $ f> tr^f^fif.i^ V ^ 1^:^-^ K 

^-h^t') =l:#o^<^, (3?i^VT— fe\ ^i^l/T-4f • -Y;^!^ 
[0 0 2 4] 



ffiiE#2 003-3057172 



^2002-205470 ^ -^~>? 

:^^m<r>ry^^i^:^':^^)^^v^'f-v mm) rna. dna. 

\^^mm^^fzmn (rna. dna) -^^^o 'i^ii$tty:i;i^m<^^#M^ lt 

^^LX^mitmm^m-xm.^i^hfiXid^, m^ltS. Kawakami et al., 
Pharm Tech Japan, Vol. 8. pp.247, 1992; Vol. 8, pp.395, 1992; S. T. Cro 
oke et al. ed., Antisense Research and Applications, CRC Press, 1993 5& 

-h. =?-;vm^^o ^^'w^tL^o ^^Lfz^<D\t. mm<D3' m$>^\^^it5 

mmK^W:-^fifz^^y'rm<Dmx. J^^V^^UT—^. RNa s e5^^'<7)p? 
^\yT-^KJ:^^^m.±-r^fzit>(Dii<D7!)^mifhti:ho «rd Lfz^^yfm 

=^-)i'^iictbt Lfzmm^mx^htitz7mm<D^mm7bmifhfi^i!)K ^ti 




tiiiE# 2003-3057172 



2002-205470 M ^^-J ; 30/ 



[0 0 2 5] 

^^590^^^ "/-^ K n - K-f D N A t L T {±. Jiffi L fv::$:|&0J 

<^cDNA> -hlBLTt^Hia • a^a^feOc DNA7^ -^^DNAOV^ 

3y;^K> yT-P^V^£t^\^^-rtiX^'DXi>X\^^o tfz. ±t'&Ltzm 
m • aifeJ: ^ mRN Am^t:mm^Lfzi><D^m^^XW.^Reverse Transcriptase 
Polymerase Chain React ion (J^J.T^ RT-PCRfti: B&f§;f ) J; o Tifil® 

DNA. tTtfi (2) @B^J#-^: 2xmt>^fi^^&mnt^^^ 

^i^. @E^ij#-t: 2xmi^^fi^m&miitm8 5%}i}.±. ts-tL<iim9 o% 

m±. X ^^tL<iim9 5%m±<^>|a|SItt^^t^:^*iB^J^'^Wf ^DNA 
[0 0 2 6] 

^H^gOFPRL l<^f|5:S>m^@S^JiSr;t1-^'^^DNA-/7-f -^-^Srfflv^TPC 

miE# 2003-3057172 



M 2002-205470 ^ ^-i^: 



^ v^T^m L/c ^ CO <D^U r U iJ^^ -tf V 3 > tc J: o T^SUi-^ i t ;6s^T' # ^ 
lecular Cloning) 2nd (J. Sambrook et al.. Cold Spring Harbor Lab. Press 

. 1989) ^zmm<D:^m^J:t^z^^^xn^J:>,^t^^x-^:bo tfz^ -^m.<oy4r^ 

^ o 

[0 0 2 71 

DNA(Di^mmm(Dmmii. PCR^<S:^(D^y mK.i£. Mu t a nTM 
-super Express Km (SMit (^) ) . M u t a n TM- r 
mm m) ) =^ir=Srfflv^T. ODA-LA PCR^. Gapped duple 
xfe. Kunke 1 if<^g'^<2r^<7):^fe^^VM±-?-tLf> lcrSC-2>^?£ict^o 

imm izxi) Mimmmr-m^t ltz^. ^mu l o t xmm-r ^^tib^ 

-e§^o ^DNAJi-e05' *®fi!ltC|ifil^$&n Lrc7)ATG=^;tt> t 

fcS' K>fc LTOTAA. TO A t /^{iTAG^^;^ LT 

2^^^0FPRL 1 0^31^i^i5^^{i, mK.lt, (-() 2js:^|g<7) F P R L 1 =1: 
n^Ki-;z>DNA75>^g6<;t-t^DNAE^n-^^J9mL. (n) MDNAifM-^ 

[0 0 2 8] 

9-tLXlt, ±mm^^<^-:ry7.^ Y m. pBRS 2 2. pBRS 2 
5, PUC12. pUC13) . ^Wm^^<D'/y:^^ V m. pUB 1 1 0. 
PTP5, pCl 9 4) . mW^^-f^:^^ Y m. pSHl 9. pSHl 5) 



miE#2 003-3057i72 



2 002-205470 M ^-Z^ : 32 



, /■?d^an^^;v;^^ifOlJi^.>^;V;^:5;i^<^^^ pAl-11. pXTl. p 
Rc/CMV. pRc/RSV. p c DN A I /N e o J^^^&^fflv^ t> 

^tCxm^^^^^^it^ SR T'n^-:^'-, S V4 0 T'n^-iJ^-^ LTR:?" 

o 

D-t-^— , r e c A:/n«^-:5^-v A P L'T'n^-^-, Ippynqe-^'- 

S P O 1 T'n^- ^ S P O 2 
n-^e-^-, p e nPyn-:e-^-^i:\ ^i3&:6^^-®T'^-2>J^'^{i. PHOST' 
n^-^-^ PQK^a^_^_^ GAPyn^-i5^-, ADHT'n^-iJ^-;^ 

[0 0 2 9] 

'i^'; A#inv^*^;K sv 4 o^m^v^Jy (mT. s 

V40 o r i tm^^t^^^^^^^) ^ t^^:^^LX\^^^ i>(D^m\^^^ CL tTf)^-^ 

LT{±, i^t Kno^^^TC^^ (mT> d h f r 

tB&^.-r^^'^^^^^) Sfs^- C^VhV^>fe-> (MTX) > T>lf~> 

U >it14atf5T- (mr^ Amp r ^:H^|^,-^^j^^^s^^) ^ ^^t^-(i^>m^^m: 
(I^T^ Ne o r tH&^x1-^Jir'g':d«^^. G4 1 8»tt) ^^^^^W^tt^o 
CHO (dhfr-) «*fflv>Td h f r^f£^4r^^"y'-7&-i:LT 

ompA • ->jj^"^;ne^j3fcf56s, m±i)^^-<'^}\^:^mmx^hm^ki 



miE#2 003-3057172 



^^M2 0 0 2 - 2 0 5 4 7 0 

m^r-^^m^^it, MFa • i^vi-)i^mn. suc2 • i^^i-)vmn^j:t\ m± 

[0 0 3 0] 

J^i^s^V y^rmm<0^i^mt LXlt. j^vo.'; • ^ V (Escherichia coli 
) Kl 2 • DH 1 Cynv-i<?>i^X • :^--7'- • '^-V3^;V • T^t*^- • 
r ' ^y(j:.y=yy( X • . Hf . ^.-jl^jl^ (Proc. Natl. Acad. Sci. U S 
A) , 6 0^, 1 6 0 (1 9 6 8)J , JMl 0 3 ^ ^ U y ^ - Ti^ y X - V 
■^—"f- (Nucleic Acids Research) , 9#, 309(1981)3, JA221 C 
v'^-f-;V ' fX ' ^V^a.'y- ' ^U-J- (Journal of Molecular Biolo 
gy) , 1 2 0^, 5 1 7 (1 9 7 8)K HB 1 0 1 Cv>~:^>'^ • ^X • 

-/^-f^tni^-, 4 1^, 4 5 9 (1 9 6 9)], C 6 0 0 O^oi^T^ y 
i77. (Genetics) , 3 9^, 4 4 0 (1 9 5 4)] ^ ir;&^fflv> f>tL-?,o 

tT(i. /^^)VX - XX^)V^ (Bacillus subtilis 

) MI 1 1 4 Cv^->, 2 4^, 255 (1 98 3)], 207-21 C>*>-f- 
• :f r • ys-r 5 ;^ h U - Ooumal of Biochemistry) , 9 5#, 8 7(1 
9 8 4)] :&^;6«ffiv^?,tL^o 

mm tLXit. m^li. ^yiJU-^^^:^ -fe Ix H" v ji (Saccharomyces cere 
visiae) AH22, AH22R-, NA87-11A, DKD-5D. 20B- 
1 2 . V y n -7 -IrjJ^ (Schizosaccharomyces pombe) N C Y C 

19 13, NC YC 2 0 3 6 . \£^T ^^7.Y^)X (Pichia pastoris) ift^ 

[0 0 3 1] 

^W'itmiSk (Spodoptera frugiperda cell ; S fMM) . Trichoplusia ni<Dtp 



miE#2 003-3057172 



^pM2.0 0 2 -2 0 5 4 7 0 ^->? 

mm^(7>MGimf!^. Trichoplusia ni<^#ft5^0High FiveTM ^jj^^ Mamestr 
a brass icaefi5^<^)«$ fcJiEstigmena acreafi^O^^l^^j ^';6Sfflv^ f> tt^ o 
^)l^:^-^^BmNFV<Dm^ii^ ^^3^^^|.^jai^ (Bombyx mori N; BmN«) 

^j: t^^m^^^ hti^o ms tmmt lt{±, -eajx-f^. s f 9^1^ (atcc crli7ii) 

, S f 2 l^m m-h. Vaughn, J.L. 4^ (In Vivo) ,13, 213-21 

7,(1977)) ^J:t^i!)m^^ hfl^o 

(Nature) , 315^, 592(1985)] o 

mmmmtLxii^ m^it. -^jmrncos-i, vero, ^^^^^x^^ 
-x^^A:^^-mmcHo mr. cho (dhf r-) mmtm^) . 

Lmm, v^;^AtT-20. '^^:^^j:.u^^mm. ^yhGHS. lihFL 
[0 0 3 2] 

Proc. Natl. Acad. Sci. USA) , 6 9^, 2 1 1 0 (1 9 7 2) ^v-> (Gene 
) , 17^, 1 0 7 (1 9 8 2) ^J:^\,zMm<DljmK'^-oXn^j:^^ti!)^X^^ 

O 

)\/ ■ Vj^^t-^ 7. (Molecular & General Genetics) , 1 6 8#, 1 1 1 ( 

mn-^l^mm^ir:b\z{U ^ ^ VX • ^ >- . ju-^-if^^uz^^ (lleth 

ods in Enzymology) , 194#, 182-187 (1 9 9 1), yn v-v?^ 
^X • tX • -9-' • i-i^ai-JV • T:</T'^ - • 5j-y • •9-^J^>'v-f X • • -if - 
.i-a:.;;^:!!- (Proc. Natl. Acad. Sci. USA) , 7 5^, 1929(1978) 

o/Technology) , 6, 47-55 (1988) ^tCfBm<^:^StC$eo T^f^^ ^ ^ ii^J^T-i-g. 



miE#2 003-30 5 7172 



^H^m 2002-205470 ^ /^-v^ : 35/ 

263-267 (1995) mmnmf) > nn^7- (Virology 
), 5 2^, 4 5 6 (1 9 7 3)lc|Bmco:ar^tit^oT#^9 ii:3&5-e|:^« 
ClOidllLT. FPRL 1 ^rr- K-t-^DNA=£:'^^1-;&|&m^iJ' ^ -"C^^ 

[0 0 3 3] 

ym.'Ir^tfMOm^ [5^- (Miller) , v-'p-'^;!^ • ^^-^^ • J^iJ^^?.^!; ^ 

' ^ > ' ^V^3.y— ' y (Journal of Experiments in Molecu 

lar Genetics) , 4 3 1 —4 3 3, Cold Spring Harbor Laboratory, New York 
1 9 7 2) id^tLv^o CiCiMv^tcj: OT'n-^e-^-^Sr^i^j: <i!,;6>^i:^/;*^) 

l::^ -^Jx. {i\ 3 yff - > K U T 'j ;v^<^ J; ^ ^^5§«J ^in£ ^ h ifiX § 

o 

:r.y) ^L Tmm<Dm^. ^mim-^m 15-43 r-e^ 3-2 4mm 

m^:^^^^^)i^:^mm<Dm^, mmuM'^m 30-40 vxm 6-24 mmn^j: 

(Burkholder) ft/h:^% [Bostian, K. L. "/O i/^v^v^J^X • :^ 



aiiE# 2003-3057172 



=M 2002-205470 ^ ^-z^ : 36/ 



Ji- (Proc. Natl, Acad. Sci. USA) , 77%, 4505(1980)] -^0.5 
%*¥5ym=Jr'^;t1-^SD:^Ab CBitter, G. A. v ^^X • ^^-^ 

- (Proc. Natl. Acad. Sci. USA) , 81%, 5330 (1984)] ;&^^tfe> 
[0 0 3 4] 

ace's Insect Medium (Grace, T.C.C. , ^^^^r— (Nature) , 195, 788(1962) 

mM<Dpmtm6. 2-6. 4izmmi-^<DTbmtL\^^o 7x:x- 

-2 0%OjJ&>B4^JflL?t^^t>MEM:^:«b (Science) , 12 2%, 

501(1952)] , DMEM^ C'i'Vnnv^- (Virology) , 8%, 3 9 6 
(1 9 5 9)], RPMI 1 6 4 O^m- ii^^-i-JV ' ty ' "if ' r>^'}:^^^ ' 
p^T'V • TV v^— V3 > (The Journal of the American Medical Associ 
ation) 19 9%, 5 1 9 (1 9 6 7)], 1 9 9^«fa ("7*0 vV^* • t • 
Hf • yHf-^a^x-f • -7*- • • /t>f :tn>?:^;;v • ^t'^';^^ (Proceeding of 
the Society for the Biological Medicine) , 73%, 1(1950)] t^-^^ 

Mv^fjtL^o p uitm6-~sxh^(o:^mt Lv^o mmitm.'^ms ot:~4 or 
T-^i 5-6 o^mf^v^. 'J^^m^jBcxm^^mw^m^^o 

RL 1 ^^]^^Lt(>^^ti!)^X^:^o 
[0 0 3 51 



ffiSE# 2003-3057172 



^jpM 2002-205470 ^ ^---J : 

(D%. 'M'Xs^^m^^mzi. i9 F p R L 1 comjftm?s^#;i>:^-^^ t^i)^m.'M.m^^h 

1 0 0TM;5jt*O#®tgtt^J;&s-^$tLTV^T^) J;v^o F P R L 1 :e>^^ 

[0 0 3 6] 

i)^< Lxmt^fi^FP R L 1 ^mm^^xw^tifzm^izit, ^^<&^<D^m^ 
^^^it^fLKmi^^ifm^ X ^^xm-K^^ir ^ ^. t:^^x^ . mKUxn^^tz^ 

■A^<LX^m.-t^^^m(OFFRLl(Dmmi. mmLfzV:^'yV (hum a 
n i n ) ^ (O^^m^iS i V^mm^i^t:m\^>fz^>-^^ A ^ A y T !y -t ^tz 



miE# 2003-3057172 



M 2002-205470 • ^ ^--J : 38/ 



[0 0 3 7] 

:^§^m(DFP R L 1 KMt^Umt. 2^l&§goF P R L 1 ^WmLn^^i^X- 
ab fiii. ;viiL#:. y n - )Vtji^<r>infir-^ o T J: v^o 

F P R L 1 tcMi-^^#:{±, :i^^m<7) F P R L 1 ^WM. t LTfflv^ 

[0 0 3 8] 

-^LT^>J:v>o ^-^tiii'^ 2 ~ 6 ji^tci m-f^, tf2~l 0 El^m^f 5&t>tt;& 
o fflv>f,tL^Pi?Li!i«^^ LTii. -B^x.*?. ^^^^ -f^. ^;V^y -7 

9 t :6^^T* § ^ o m^MY^\tWc^<D:H'{^. M £ «\ - ^ - i: ^ >o 
C^^^A'- (Nature), 256 495M (197 5^) ] tCtJfev^^M 

EG) ^-fe^iJ^-f 'i^^;v;^^^;6s^lfe,tL-2,;&^ ^ift L< {iP EG7&^fflv>«btL;& 

o 

#MMiBJ!tt L-Cti. Mx.i^> NS-1> P3U1. SP2/'0^ t'ji^^tf ^ 
P 3 U 1 t < fflv^ o M t> tL-g>^#:M^fflJia (flf KM) 

^t%mmmimLt<Dm--t\.^^itmti : 1-20 : isgj^T-^o. peg ($f 



miiE#2 003-3057172 



^^112 0 0 2-2 0 5 4 7 0 ^ ^^i^^ 

tL<{i. PEGiooo~PEG6ooo) T^n 0 - 8 0 %mm<7)mm-r^mm 

[0 0 3 9] 

mW)^'7^::^<om^, tit^'^^^^&Jl^iJ^nrU :^tiL#:;&sfflv^f>a;5)) ^fz\tfur- 
/c-^ey n^-^;v^#^^ttit- t';e,?^if ^ttJ&o 

B^v^o 1-2 0%. 0t b<{il 0-2 0%O4^|^^ijflLvt=^^tfRPM 

116 4 Oi^^fe. 1-10 %<7)4:|^>BjflL?t^-^tf G I T^M (fD3fe^^X^ ( 
m ) i/c(i^N^-rv K'-v:^«ffi^jliL?t:^^fe (SFM-1 0 1. B^Mm m 

) ) ^j:t^^m\^-;h:iii-i)^x^^o mmiM^mit. ®#2o-4o'c. w-tL<im 

[0 0 4 0] 

(b) "ey ^u-i-)].tfij^(7)^^ 

m^^m^. deae) ici^sM^is, m^'i-^m. y 



mmS^ 2003-3057172 



^|pM2 0 0 2-2 0 5 4 7 0 ^ ^-z; 

[0 0 4 1] 

C>i? V ^ n - •:^ ;vtn:#:<7)f^M] 

Wj^%(r>^}f<7)m^£itmxmm^^xi>X.\^^i)K Mx.{f\ '^vjflLttT;!/^^ 
fy^yiKML. ^0. 1-2 0, tti-tL<itmir-5<Dm^X:^y)V^^;h:fj 



miE# 2003-3057172 



^|pM2 0 0 2 -2 0 5 4 7 0 ^ ^-v? 

S O 

[0 0 4 2] 

^^m<DFPRL 1 O K«h uma n i n-e^^o 

h uma n i n i: LXli^ mm^W I 3'C^^fl^r^yMWMtm-'tfzit 

mM^ Km~(DT^y mmm ^ '^:ft-^ ^; ^ k ^^^^^ tt^ , 

humaninti, -^^^t: hSjfili&t? -=6;^^ y h , ^ >7 h , 

r^x^ ^uhv. ^-^^^ ^z^^ ^jp^ <omm m^i^. jffm 

m. mmm. ^mmm. v^)rmm. mm^mm.. 'wmmm. >^^>^^Amm. 
. ^yy)w^>:7.mm. m^m. ±kiflj!&, p^j^mm. mmwmm. mmmm 
> mmm.. mmmm. ^^m. m. -r^uyr-v, Bm. 

mu. m.'wmu. %mm. #^«. m.^^mu. mMmm,. i>L< mmmm,. 

^jm. mm. um. mMTU. mm. /«) . ^m. Tm^. 

mm. ^m. ™. m<Do. wm. m. mn. m. m 

itm m. ±m. /w») . mm. 'm.. m^. mm. mwm. m^n. 
m%. ^m. m> fm. ^mmmK^^'^h^'^)^-r^Y'c 

[0 0 4 3] 

r^^fi<Jtc|^— J ^fihuman i n corSft, 1^Jx.{f. «^?PM<'^ffl (M^ 



ttJiE# 2003-3057172 



2002-205470 M ^- : 42/ 



[0 0 4 4] 

SB^J^^-^^-f uma n i ntmMmzm—<Dm^ (ttS) ^^t^-^^^^ # 
0%m±. 0*L<(i|^j8 5%m±. $f>lc$f^ t<{i^9 0%JI^JI±. «^>^$ 

^^•t^ human i xitLXi.^ mk\t^ a ) @e^J#-^ : Ztfz 

{iSB^J^-t: 4-e^$tt^T^ym@e^J4'<^l t7t{i2^®mJi 0 



miE#2 003-3057172 



=M 2002-205470 ^ ^--J I 



human i ntLXit^ @B^J#-^ : 3-e^t>;^tt^T 

^ ^ i|ie^J:d>f> h u m a n i n , BS^J#-^ : 4 t?^*? ^ T 5 ^'MSB^Jj^^ 
[Glyl4]-humani n^j: t'7!)mifhfi:ho 
[0 0 4 5] 

human i nit. ±fBL7t:sH';^7'^ KoS:9'^"/'f- Kt^JboT ^ iv^o SB 
^^:/-^K (^HigogP^^y-f-KtB&ffi-r^) ^:tT«. ItrlBLf^h um a n 
i n 0§|555-^-7°^ K-eS) tvMtLCO ^> ot?^ o T ^) J: ^^-^^^ M;l ii\ human 

i ni:^gfi<jtc|iiMcofgtt ( [mmmi^mM<7)m^} n^mtmMm^^-t) i> 
r^y mm tm-tfz itmn^ izm-'<orKy mmm ^ omm-t ^6-2 om 

r^SfiUtclwi— J tit. ±ffl<7)human i n<D^§gtcfelt'& r^S6^tw|WI— 

tfz. ^^m<7)^^^'f^h*tLxx^^i^&ijizit. mx-is. a) m^m-^: 
stfzitmmm^: 4xm^ti^T^ymm\i^<7)e-2 ommm. t^tL<it 
6-1 5mmB.. x^tg-tL<it6- 1 om^s.(7)T^ymMn7b^h^j:^^':f^ 
h\ tfzith) mr ^ ymMm^<D 1 tfzit2miik± m. i-emmm. 

L < {± 1 ~ 3 ii^Jg, ^^Ut\^<itltfzit2m) <OT^ym.i)^X^\^fzT< 



miE# 2003-3057172 



^pM2 0 0 2-2 0 5 4 7 0 ^ ✓sj--^/ 

ymss^j. c) m7^jmMmKitfzit2mii}.± i-emmm. »tL 

< 1 ~ 3 MjgS^ i "9^?* L< til t^v:li2>fffl) <DT ^ ym.^^k<Dr < y^-^ 

^ 14. 1 5x 1.6 t/v:{i2 4#g(7)T^ ym<7)Sm{i^t:n.^v^o 

4T-^$tL^T^ymifi^J<^^l 9#g~2 4#g, ^5#B~2 4#B 
. ^l#g~2 0#B. S5#g~2 0#g. ^l#g~2 l#g. ^^^ti05 
#g~2 l#B(7)T5ym@e^J. t/itib) ^T<ym@e^!l4^c7)l $/c(i2j@jy. 
± (^J> 1-6^0^^. 0^ t<{il~3^^Jg. J:^$f$t<iil^/c{±21@ 

) oT^ym:a^'i^^L:^cT^ymse^j, c) mrr^ywiwmr^\t.fz\t2'm\>x±. 

m. l-6M^Jt. »t L<J±l~3M^J|g. J:«}0tL<f±lS^c{i2ii) 
<^T^ymWSDL7^:T^ymSB^!l. d) ^ y mSB^O't'O 1 ^ 2 1im± 
(M. l~6ffi®E. L<{il~31@^«. i90*L<{il t/cfi2'jH) 

mm.. 0* L<{i6~i %mmm.. J:i9$ft l<«6~i o^saj^-e^^tp^^^ 

mm^\ A.xm.%i{L^T\Jwm\\(r>^z. 12, 14. 15. i6tfcti2 
4 # g o T ^ y n.<r>mmt'kt fi^ 

: 4-e^$tL^T^ym@e^J<7)^l 9#g~2 4#g. ^5#g~2 4#B 
> 0.1#g~2 0#g. S5#g~2 0#B. ^l#g~2 1#B. tfzltms 
#B~2 l#g<^T^ymS£^JjJ-f>5&^^y^ W^tft,tL^o 



mSE^ 2003-3057172 



2002-205470 ^-v : 4 



[0 0 4 6] 

tfz^ human i nttzii'^<r>U^^'f^}f\,zit. ^=^1^<DT ^m<Dmm 

^hiZ, humaninfi. -g-tL-C-'tL^i'^O'ffetC, 2S#, 34#:> 4Mi^ 
LT^^LTV^T^ J:<, ;B,>j$:e<>ir(i, h u m a n i n IWI±-e 2 
^1-^:ir^. ^^m(DU^^'f^m±X2mi^^m)&-t:hm^. human i 

$?>tc, huma n i ntfzit^tDU^^-fi^V (iikT< human intlil& 

) t^!9d^tt:t<7)j1.5fe^-7°^K@e^J (^Jx.{f. FLAG. Hi s ^ HA^ 

human i n(i, mfSO'UMt^tJ^oT^^^&^N^^^ (T^y*^) 

-em;^tL;2>T^ ymse^J^-^^f ^'i^'V-^7°^K^(iDie)fct-^h uma n i n 
fi. CM^i)^iJ }ViSr^^l^}V^ (-COOH) . ij)v^^^yv-y (-C00-) 
. T^K (-CONH2) ^fz\t:r.7.T)V (-COOR) T»^oT^J:V>o 

c:c:-eai;^x;vic:fett;g>Rfc LT{i. j^^;k n-yntf;i/ 

> V y n ^ L < {± n - C 1 _ 6 T )V^)vm. mLit, V n ^ 

— ;i/-C 1 -2 T;!-^;!^^^ b.< « --^^f-;!^^ f^;v^<7) « -•^7f-;i.-C j 

human i n-h^C^^\ik^\,Zij {t^fzhtij ^ 

^TO^#tci3tt^ h uma n i ntc-^ttt^o -1 <7)j^'a-<^Ji>^T-;Vi: tTfi. 
[0 0 4 7] 



maE# 2003-3057172 



2002-205470 ^-i^ : 4f 



^hiZ^ human i nizit^ N^^^T^y^^^ (M^ ^-^^f-V^*) 

mm±<7)m.^m (M£{^-oh. -sh. r^ym. ^$^v*-;i.*. ^^-k- 

Ci - QT)U:fy y 4 )pm^(r)C I - QTi^)i^mm -e#S$tL-cv^^^)0. 

o 

h uma n i n(i:^'t?^oT^ J; <, LTJi. ^S^e^irS=#$ tt<2>^ 

mmm. ^mm) m. r)\^^v^m^) mt<Dmm^-hfi. t 
. mm. mm. v>m. ^it:^mm. mm.) t<Dm. ^^v>ii;t*im 

[0 0 4 8] . 

h uma n i nfi. Itf^tTtt h^^^t: hzajflLlft%<^^ffl|gt 7t{ia»^?><2r^ 
huma n i n^^cii-eOT^ Y^(n>^mz\t^ m.'WtiW,(r>if^^) ^^f^ 



miiE#2 003-3057172 



^pM2 0 0 2-2 0 5 4 7 0 ^--J 

m. ^°VT^^}}Vr^mm. 4- (2* , 4' -i^^ b^i>7^-;i'-liKn 
^i^^i^Jl^) 7a^y^v#Jlt, 4- (2' , 4' ->^^ h^'>7ai^;l/-Fmo 

^5 K^fcLTfi:. DCC. N, N' - v-T V 7°n t:;i/?:7;i/4^''7-r 5 K\ N-oc 
^tLf,lcJ:^?S'&<bJC«7-fe^>fl:ffilM^WJ (Mx.{^, HOBt. HOOBt) 
HOB t J^>?>-r;i^^^VMiHOOB t j:-X-r;^i: LX$)h7b^Cisb^mr < yM<D 
[0 0 4 9] 

h j:^ h i; e:^- h u h i; )vm. WW.^. '^)\^, S^m^^;v^o 

-tit- 2 0-5 ox:<Dmmi)^i^mMMW^itL^o ^mt^fi^fzT ^ ymmm^it 



ffiiE#2 003-30571 



2 002-205470 M ^-v : 4{ 



il^N-<^r^ySof^^^i: t-C{i. MAff. Z. Boc. t~^>^)U^^i^ 
[0 0 5 0] 

T;v^;v^;^T-;Hb (^J£«\ j^-3^;k 
^ji^jLXT-Mt) ^ ryjv^)UJu:^y^)],jt (M^tf. 4-- 
:*;i..i?-;Hi K^i^Mbv. t -y Y ^i^:^ Jl'^^)]^}^ K^vMb. h';^^;^ K 

(Ci_6) T;^*y-r;v^, ^>V-r;v^^orn^;i/^, 

^^:^i^y<oy^y-}vmm^<7)UmmtLX\t, Bz K C 1 2- 

BzK 2-^hn^>v^;K Br-Z. t - r^;V^>6-^fflv^ ^ tL-5,o 

E;^^v>'co^^^y-;i.Oi^^^tL.Tii:. Tos. 4-^h^v 

-2, 3, 6 - h V ^^;V^>'-lf>;;^;k;j^c:i;i.^ DNP, ^>i^;V^it-->^f-;^ 
. Bum. Boc> Trt. Fmo c^iim^^hfl^ho 



miE#2 003-3057172 



M2002 - 205470 ^->? 

Tv^K. fgtt«3^;^-r;V CT;Vrr-;i/ (^Jx.{^, ^> ^ ^ n n 7 ^ y 2 
, 4, 5 - h V iJ'nn^aiy-;!/, 2, 4 ->>'~ h n vT^^^;!/ 
TJl-rr-;!/, ^n'^- h n :7 ji y HONB. N- 1 Kn ^ ^5^ v ^ b\ N 

HOBt) mm^^ibfi^o mm-<D 

I 

[0 0 5 1] 

, ^:^t-V'-;k vy^;v;^;i'y^ 1, 

4-r >- ~ 1, 2-^ dr-y^;^:^^ )V^<r> ^^tj:ij^^ >mmA(Dmmi)^ 

hnya;:^;i/S(i-^:tyjcy-;v^StcJ: i9^*$tL, h v ^ b y t ^(J^-f 
> i,-4-ri5'>>^>f-:t - ;w^o#^&T<^m^il J: ;s Mi^Mm^ . #7Xm'fb 

[0 0 5 2] 

h uma n i n<^T^ K^^^f-SSlJO:^-^ t LTfi. -^x-ff, ^-f, 
->5^^T5ym<^a-:^;W:^'^v;v^=SrT5 K^fbLT^MLfcf^. T^y^ffifltc 




aiSE#2 003-305 7 1 72 



2002-205470 p 

«S^?r^*U B'fM<7)Jffi.'J?';^-/f- K'S-#;s,Ci^;&«t?i:«2,o ^ OJ^'i^ u ^ y'-^ 

Oh uma n i nOT^ K#i&#^ CI ;|>o 
human i n Ox.;^-r;i/#:^#^ tcfi, -Bnj^t^, vj^^r ^ y i?<?3 

human i nCOT^ K#^|W|#lCLT, BfMO-i^''; ^^'f- KcOa^;^7-;^'^=^# 

human i nii. ^^(O-^Zf^ V<D^mmK^<>X i>mi^ir^ tT!)^X^ ^ 

Xi>M,^>o i'^J:t>ib. human i n^mmLW^U'^^^^ K^) L< {±T5 ^ 

®M. Bodanszky ioXV M.A. Ondetti. K • v^4rv>?. (Peptide Synthe 

sis), Interscience Publishers, New York (1966^)^ 

(DSchroeder:feJ:m.uebke^ "9-* • ^"/-f- K (The Peptide), Academic Press. New 
York (1965^), 

®Mmm^m. ^y'^v^m(Dmmtmm. %m(m (1975^) . 
®^mx^m ^xv^mm^^. ^it^mmmm u d'zy^^^n(r>it^vi. 205. ( 

1977^^). ^axf 



ffiiE#2 003-3057172 



2002-205470 ^ ^-i^' : 

[0 0 5 3] 

huma n i n\mmmumm. mm^^mmm^j:t^^yn\^x\^^:b(ox. 

human i n JC^^J-i-^^^-^-ei^^^fill^OF P R L 1, FPRLlSrrr-K 
•r^DNA mr. ^l&?g<^)DNAi:ffl&fBi-^J#'^76^^^) . F P R L 1 tc^t" 

T:^^-fe>'y?.DNA (J^T. :$^^5g<^T;x-^-t>';^DNA^H&fB1-^;i#^;65^a 

( 1 ) ^^m(DFv R L 1 <r>mmpf^Kmm-thm^.'D=^vspi^Tf/tfz\±^m 

human i n {i^#:|*ifrc#^E t> ^JJI^^SUf^M. mm,^^mm^m^J:if^ 
^•t^^tiimhfLX\^^h<DX. 2[5:^5gOFPRL 1 $ fcti-etL^rrr- K-f^.-}? 
')^^V:^^Y DNA^) i^^if^mW^^fz^. ^JI LTV>a:#^ib^ ^ 

m. mmm. mmik. ^^m^mik. mjtnmmM. mm^m.m. mmrjum 

Mi^, m^mMm. 'j^^^rmm^. ^^k^mwmm. bo r na^^^-co^ 
m^tfzi±^4)v:7.^mm^. ^y^^ymm^m^. AiDsjig^^if) . m^t 

Vtzii^-DX^ ^^mz.i5\^^X:^m^<DF'p-R'Lli}m^p\.X\f^hfzib\z.^ ^) if 
> VXhh human i n(D^m.^mi)mUX%tj:\,^ (F P R L 1 (^^S^) B. 

a) :^^m<7) F P R L 1 ^MM^tC^-^ LMF P R L 1 <J5ft ^ 
M^L7^:«9. b) (^) ^^^OFPRL 1 ^£r3^ Kf ^DNA^mB#tc^-^ 
tl&3a$^i-^C2:Hio-C. ^^VMi (n) ^^tttc:$:|&§gcoF P R L 



miE# 2003-3057172 



2002-205470 ^ I 



Lfzii^oX^ a) ^mmOFFRL I tfzm) F P R L 1 =J: 3- ^DNA 

^-m^^ji-fbsg^if] . Faiitg^w m. mum. mtiUk. 

rm-^M. ^^m^mm&. Born am^j: t'<Dm'm^tfzit^ )i^'7.^mmjk 

^ 't«¥^twta&oT^iS"t^^i::;&^-e§^o 2|5:|&q§<7)DNA(i. ^<DttX. ^ 

J: ^ ^ T- - T- i o T^-^T* § ^ o 

a) ;$^^?§OFPRL 1 tTtiib) 2^^?goDNAfi:> £>-mKJBCxm 



aiiE#2 003-30571 



^pM2 0 0 2-2 0 5 4 7 0 ^-i^ : 

(DFFRL Itfzlth) ^^mODli A^^m^mizUit>hfi^<2:^(D^i$,, ^. 

10 0 5 4] 

^-)\^) ; ^-r ^ >-tt^Mf&tt^J 5}^°VV;^-^- h 8 OTM^ HCO-50 
) ^t'^i:#MLT^ iv^o v*tt?^^LTii. 3*"^^, ^';6^fflv> 

[0 0 5 5] 

tTt. Jiie^i^ ♦ v^^^jfi; mx.\-s:. ')ywMmmw.. wn. 



ffifE#2 003-3057172 



^||pim2 0 0 2 -2 0 5 4 7 0 ^ ^-i^ I 

mm (Mk.it^ •7'^7y;, ^-9-4^% \Ly^J. ^v, ^n, 

m^^^'<D^^^ -m^\zm^\t. r)vyf^^'^-mms^ ( 

6 0 k gi: LT) tCisv^Tii. -B tcoi|{j 0 . 1 m g~ 1 0 0 m g. 0$ L< 
\tm\. 0~5 0mg. J: i L< ti^l. 0 ~ 2 0 m gT^^o #N^P6<Jtc 

(eOkghtr) tC:fev^-Cii. -HtCo^lijO. 0 1-3 Omgg;^, 
<iil!jO. l~2 0mg®a[. J:J50$L<«i^O. 1 ~ 1 Om gjg^^l^M^ 

mm^t^-h-hK mu^4-(r>^^. -mi\znk.\t. ny^y^^^^-m^M (eo 

kgttr) \ZiQ\^X\t. -HtCol^l^O. lmg-1 OOmg. 0 1 t < (il^j 
1. 0-5 Omg. J; J^Sft L< (i^l . 0-2 Omgt?*b^o ^^PfiUtc^-^ 

Okg^iLT) tCi3V-T(i. -Htco^^o. 0 1~3 0mg@jg. $f ^ L < 

1^0. 1-2 omg^;g, iijiift L<i±itJ0. 1-1 omgmmi:mmmmz 

[0 0 5 6] 

(2) stfE^^if^J 

iO. H hiTttiPilLmi^ m^\t.'7v\. -r^^^ ^^^^ liyv\ :f>5.^ 



ffilE#2 003-3057172 



^|pM2 0 0 2 - 2 0 5 4 7 0 ^--J 
O^y. ^n. ^p?, iz^n^-^§tm<DFPRL ltfzii^(DU^^-:r 

MD N A 1 7t fim R N A <OiiJD^ ^ t'<^jtiE^^»f^J t L 

(f> ^#^<a-^<^ —^f>^^-r ^-r-tf-v3 >^pcR-s s cp^ (-^v^ 

(Genomics) , ^5^, 874-87 9K (198 9^) ^ -fu^y-^jy 

^^^^ (Proceedings of the National Academy of Sciences of the United 
States of America) , ^86^, 2766~2770H (1989^) ) ^if 

mK.it. y ^-f ^f-v-a 0 F P R L 1 <D^mi&Ti!}mih 

. $ tifzm^^ PCR-SSCP-^tcJ:i9DNA OSj^^-^M/^^'^^m ^ fitim^ii. 

m (mmi^r)uy^^^^^m. m^^rjuy^^-f-r-m. m^ttT;^7/^-f•7- 

B o r n a if (^IfflMtt tfzi±^^ )\^7. ttflMi^^. >mm.mm^ 
[0 0 5 7] 

(3) :^^m<DFPRL i<D^m.m^mt^^^^t^mi'^^i-:hmm 

^^A^mt^^^i\:^^<D:^^v-:^y^izm\^^:hzti>^x-^^o 



ffiaE#2 003-3057172 



2002-205470 ^--J : 56/ 



c) fli»^^#iitfcaji?*) L<«±aiia. tTtji (ii) ^nnmi^mK-^t 

[0 0 5 8] . 

:$i^m<0 FPRLlOmRN A*<7)M^«*#:fi«l tt^T^T) Xdi'L m^j: d 

o 

(i) iE'^^^\^^i±mB.-^-r)]y^^}^vm%W}m m^i^. -^^^^ ^-^h. >^ 



'StCi ^)m^:;&^ib.mRNA^ttmU mk\i^ T a qM a n P C R ^ t^co^^S 

(ii) 2|s:|&|gc7)FPRL 1 =^l^ili-^fmiEm#:*_hiBO:^}*tct^vH'^M 
M?i^®^J^'^^3-^ttL^2js:|S|§g<DFPRL 1 <7)mRNA=&|W|;^JcLT^i. ^^If 

[0 0 5 9] 

:^l&^OF P R L 1 <7)§^m*'S:mit^'t^^t^^<D7. V > 

^^-m- 3 0^. $f t L < {i 1 mBm-- 2 sf^. $ l < 1 BtF^m- 24^ 
^-^wmmmm ( 3 0 ts^m- 3 am. $f * l < 1 i^iam- 2 sm. i ^tf t 

l^<iiimm^-2 4mmm.) > mtC-^*tL^:$:^?g<^FPRL lOmRNA 



aiSE# 2003-3057172 



2002-205470 v I 5 



2H^~3 0m) > ^5^®fem#tc-^$tt^:$:^^OFPRL lOmRNA:!:^ 
[0 0 6 0] 

^) ^l&^g^FPRL 10^m»Srli*P$-^^C^tcJ:l9, F P R L 1 ^Sri^M"^ 

^ y V h -;v v :/m0^> mmMMMmm. mm.nM^m.<D') c - f o 

^^H^goFPRL l(7)';:^r>'K{i. .hfaohiJ J) h um a n i nT'^^o Lfc 
(D.^^^OFPRL lO^ma^riiUnU ^^^igOFPRL 

( 2 ) F P R L 1 ^mm<r> F P R L l (^H^ji^ 



£fJiE#2 003-3057172 



2002-205470 ^ ^^i^ : 53/ 

Bmm%- mum. m^M.. ^^my^]SsL. &M.'&mmB.. mm.^M.m. 
m MMi^. iims^^> ')^y^rmpkm. w^mmmmm. b o r n a 

±IB7. ^ryj^^x-m h K^:^^m <^ F P R L 1 (0§tm.M: ^ M.^^ 

Co 0 6 1] 

Lxmmir:hm^. -^m^mz^-oxm^m-t^^itii^x^^o 

r>iiZ-t^i>(DX^:ho 

mm. :^':^'t)m^J:t^zim^r:h^ti!)^x^:s,mm\tLx^t. m^it. 

itnU :^7-r^)ym'^^^'y^A<Di.^tj::^f^^U ^>3||> %\Mtfz\,t^yi3^) 



ffiBE#2 003-3057172 



^|pM2 0 0 2-2 0 5 4 7 0 ^ y^^i? 

^-f^) ^ ^^-f :t>"l4#Mf&tt^J ;K';v;^^-^8 0TM^ HCO-50 

tt, v#^S^S)^J-eab 'i) ^M.^M^ y V ^ T ;u n - ;v 3& if t T 

[0 0 6 2] 

t7^c> ±15^1^ • r^^^Jti. ^Jx.(f. .^W^J 

m^it. yyh. ^^x, ^-^^^ v::y-:^, .>v, -9- 

t^J: MP^^^j^-^, -ISfilJtC'^J^f^. T Jl^y ^^-( -^-mM.^ 

(6 Okg^LT) lC:fev^Tti. -0l3oi|e,o. 1-1 OOmg. $ftL<{i 
*tH. 0~5 Omg, i L< Ji^l. 0 ~ 2 0 m g t?^;So #^Dfi^tC^ 

-oxi^m^j^^^K mx.it. 'i^^M<DMxim^mx.it. r)i^y^^^'7-mBm ( 

eOkgtl^X) iZ^\,^Xii. -Blcoi^o. 0 1~3 0mg@Jg, «jFtt< 
ii^O. 1-2 Omg^jlt, J:O0*L<(il5jO. 1 ~ 1 0 m g^^=^«hM'^lt 



aJtE#2 003-3057172 



^jpM 2002-205470 ^ ^-i/ 

[0 0 6 3] 

(4) ^^mmoi^i^^m^^^mmif^ 
^m^ir:h :l t ^mLti-^^^m^(DF PR L 1 (D^mm^^^-r^o 

[0 0 6 4] 

±12 (ii) <7)^tetc43v^T(i. -':fj<Dtfum^FPRL KDNmu'kmm-r^ 

o 

*7^r. FPRL 1 mi-'i>-ty ^n--^;l/tn;#:^ffiv>TFPRL 1<7)^S^^t 
ijii^^^^<Di><7)^m\^^Xi>X<. tfz. t»i:#^^-OF(ab')2> F 

2^^?§o^#^fflv^^FPRL #t3tij|Ja^n.<5>-<i^>(7)-e{i>^ 
ii^i^-ifi^M^i^<DM:^it^mttzimmm^mizx ^mmv. citL^rgE^s 

•TfKDr^mm'km^^Xii X\^^o Mx.i^. ;T--7n^ hi;-, M-a-^^ -f A/pt 
[0 0 6 51 



ai|E# 2003-3057172 



2002-205470 
Cl25i]^ CI 31 IK C3h]. CI 4c] 

i^m.$>:h\^^iimi^<D^miti,'^'^xit. ^m^mt:m^^xiiX<, ttzm^BF 

(i 9 X ^7&^^2^ ^ ;}t o 

itv^(DmmKn':^xi>. ttz^ mmzn^j:'oxi>x\^>Lmm^-rhLxni^'ox 

^zm^^hfi^h^mmrx^ii itt«T^>;&'i:^ii(i;^<. m^mM^m±.^'^:hm 
<Dmmx2 mmi>x±.<Dmi^(Dm^m^m\'^x ^ i v^o 

[0 0 6 6] 

:$:|&§g<^,-9-> y J: F P R L 1 <^M^^tC:fev^T(i, 1 ^RjSi 2 

^^4cfflv^ibtL^:$:|&H^(7>^y ij'n--f;i^^#:{±. F P R L 1 (^J^-^l-^gU^S: 



miE#2 003-3057172 



2002-205470 ^ ^-i; 

o 

O*,. *RJSotimtiLiE(F) ^#^:^^Lfc;^atfLM (B) t^^ML ( 

B/F:9'gi) . B, F\^^-rfL^^<DmmM^m^u ^^m^<Dimi^^Mi-^ 
^ ^i'i^mz^m^(Dm'^<Dtmmmm^i}Qkx:^^m<oFP r l i 



miiE# 2003-3057172 



^pM2 0 0 2-2 0 5 4 7 0 ^ 

(m2m m^m^. mm5 7^mf) ..w\m^^m mm^m 
nmm msm (m^m^. mm6 2^mn) . TMethods in enzymologyj 

Vol. yodmmunochemical Techniques (Part A)). |W|# Vol. 73(Iimnimochemica 
1 Techniques (Part B))^ |S|# Vol. 74 (Immunochemical Techniques (Part 0) 
> Vol. 84 (Immunochemical Techniques (Part D : Selected Immunoassays 

))n Vol. 92 (Immunochemical Techniques (Part E : Monoclonal Antibodi 

es and General Immunoassay Methods)). |W|# Vol. 121(Immunochemical Tech 
niques(Part I : Hybridoma Technology and Monoclonal Antibodies)) (m±^ 

[0 0 6 7] 

m m. Bmm. Fwrnm. ^^mnhst. msmmmmM.. wm^skm. mmrm. 

mm^. m^mmm. v^y^-rmmm. ^k^m^mmm. b o r n a^^sr^o 
mmiitfzii.^^ ji^y^^mm^. v^^ymmmm. aidsk^^:^) . m 

[0 0 6 8] 

(5) :*:|§§goFPRL Inhuman i nt<r>1^^-itz\,ii/^±MT^m^m. 



miE#2 003-3 0 57172 



2002-205470 W ^-i^ : 64/ 



X F PRLlfchumanini: O^-^te^ fz\ti/^^i-M^m^^it 

:^^m<^FV R L 1 ^m\^^^i)\ t fc(i&mx.MF P R L 1 (0|&m^=Sr«||L 
X-h^h. uma n i n t^^^HJOF P R L 1 t (^M^-ft^ T^cJi vi^*^;W53i^ig 

^^K^m^^. T-t^;Vr7V>^^, mi*lCa2+^g|, ^1^1*1 c AMP^. 
^> «aF^ c AMP^J^^M. mmpi c GMPfe^. y -> > V ^MM^s 

mm^m^mb. mmp^m&Mov >m^t. c - f o s <ommt. p host's: 

oFPRLiic^i-^rr7'^;^h) , (n) F V Ri. \ ^^'thmmMm.m^^ 
mm-r.hit-^m (v^*?^^)^, ^5i§g<oFPRLitc^-t-;?>T>iJ^::f^>^h) , ( 

h uma n i n t2f:^^(^FPRL 1 tOM'^;fJS:ii§^|■r;S'^l:'^^^^ 2b^v^ 
(-) h.nm2iTa. \ nt:^mn(DFFRh I t<Dm^t)^W>'^'t^i\:-^m^j: 

•f^j:t>%^ :^^m\t. (i) :^^§g<^FPRL 1 iihuma n i ni:=Jr^|!fe$ 
■lirfc^'g-i: (ii) :^^m(r> FPRLli:humaniii:feJ: Xfmmt'^m t 
m^-%fzm^t<DStm't'^f^j:d:Lt^mW:t-r^human i n ^:f:^0^<7)F P 
RL 1 t<D^^^t:/-ziii^^i-M^M^mt^-^^it^^tfzii^(Dm.<Dy^^V 

^^m<D::^^ V -^>i^yjmzi3\,^xit. (i) t (ii) (om^iz^if^. m 

FPRL 1 m-r^h uma n i nO^^a*. ^»Mr&14^ t^^pJ^L 
[0 0 6 91 

a) mmLfzhuma n i n ^Ir. :^^^<^FPRL 1 iZ^B^ -tfzm^ t . U 



ttiaE#2 003-3057172 



IS 2002-205470 




^-f-^^t ^#^^1"^ human i n t^H^OFP R L 1 t<D^^^^tfzit 

b) ^mLfv^h uma n i nilr^ *f&^OF P R L 1 ^-^^fifl-'S^ffll&t fcfiM 
*IBS&Ol^®^lC^M^^/c:if^t. ^I^L/chuman i , n J: (7^^>f[:^tf ^ 

tt^. :^mL/chuma n i nO^«t7fe^i^ml^^^C^t■r ^S^-g^^M^ t 
^ Jtt^t"-?* <^ t =S:#^i:'t--5> h uma n i n ^::$:%|goF P R L 1 iiOM-^ttt 

c) ^mL/chuman i n^. ^^W<^DNA>S:-^;t-r'i>?^®feJfe#«:^^ 
1-^ i: tc J: o xmfm±\z^m\^tz F P R L 1 tc^^te^^f-j^^^: , Lfc 
h uma n i n^i,xmmY,^m^:^^m<r>'D'i^ A^^^t^^mm^^^^m 

ir:h^t KX'^xmmm±iz^mLfz^^m(DFF r l i tc^iiib^-^Tti^^tc:^ 

^t^> l^ltLfc human i n co^F P R L 1 Jc^f -SIS'^iiSrMJt JfcJ^-t 
^Ct*#mi:-t-2>h uma n i n ^3|s:^^of P R L 1 t<D^^M^tfztt>'^ 

[0 0 7 0] 

d) :^^m(OFP R L 1 ^^n^ft^^t^m :^mm<7)FF RLHZ 
Mi-'Sh uma n i n^^if) *2^||9§OFPRL 1 ^^mir^mmzmm^'^tz 
m^t. 2^I^^OFPRL 1 ^SrfStt'fbt- ^'fb^tJiJ j;?^^^,^>fb^t?^:$:^0^OF 

PRL 1 ^^mt^mmizmm^-^fzm^izis\.f^^ fprl i ^i^t;tm^j 
(M^t^^ Tv^h-ymmm. T^^}i^-iv>mm. mmnca^+mm 

mm,j^m,imm. ^m-fb. c - f o s o^i^ 

mb. pn<Di&r^^t^^jS:M't:hm^tfzimm-r^m^tj:t) ^wi^u itm 

-t^^iti^mitt^humBi n i n t:^^m(DFPRL 1 t (7)^-^^ v 

^•^M^m-^m\:^-^hit^mt.fz\±^(r>^<r>7s^v-=.>^:}j^^ ^axf 

e) ^|^§g(^)F P R L 1 ^mmtir^jt^m mK.i£. :^mm<DF P R l m 



tfliE#2 003-3057172 



^^M2 0 0 2-2 0 5 4 7 0 W ^-v? : 66. 

CI ^ J: oTmm±tC^^L/c^^^<OF P R L 1 izmm^'tfzm^t^ 

^MM^mi^^^mt^ ^ a: i o xmmm±K^m. t/^^^n^gco f p r l uc 
r-^^)unv>m^. mi*ica2+^^i, «p^cAMP^^, m 

MrtHfigoV >mt. c - f o s O^mb, p HOlg:T=&ir=S:>(S 

man i nt:^^H^OFPRL 1 t Ofg-^ft^ vi^*f-;WS^=^^^l:$ii:>2,'ffc 
[0 0 7 1] 

S■r^ ^l&0^<7);^.^i;~- >^:^.^tcfflv^>g,^|^0^<^FPRL 1 i: LT{±. _L 
ffiL7t2^||§goFPRL 1 ^-^^^f ^^><OT^tL{fMtL<7)^<7)-e*oT^) J:v^:6^ 
> 2|s:||§g<^F P R L 1 ^^^•t-^lii?Ll&t?OM^<^mi^®^;&sSfiiT^^o L 

^^h^^i>(Dt LTfi. a^x.#^ffiv^r:*;»^-l$-ii:/iH hSJfeOFPRL 1 

[0 0 7 21 

2^i&?fi<7) F p R L 1 ^m^-r^K\.±. ±M(D^mm^^hKh^\ :^mM<DT> 

•t^MeSgB^3^^n^Kf ^DNAifJtt;i±ffiMDNA:65fflv^f>tL^;6^ ifil^TL 
^)^tLtc$IJ^$tt.S^J>(^-et±'3jV^o 5if5i^ifM-^'^^DNA=Srffli/^T^> 
J:v^o ^^^<^FPRLl=S:=J-K1-^DNA8ff)t^^t±i&t/«lc^AU 
tLe>=l:?ij^J; <^?|$-^^f^i6tc{i:. MDNA©f>t^^m^S:a±ti--2>/N'^^n 

'?>^#:^#:^'> -r (nuclear polyhedrosis virus ; N P V) 
0?J^V-^KV>"/n^-^^, S V4 Oft5fe<^7'n*-jj^^, VVu^^)V7.<D 



tHiE#2 003-3057172 



200 2- 205470 ^-i^ 

9 -^t^i-'-ei^o litm CNanbi, P. • >?^^^;i, . . ^s?^ 

:tn>?:^;l/.>5r^;;^ (j^ BiQi j^j^^j^j ) .267#. 19555"- 19559H. 1992^] 

[0 0 7 3] 

^^m<D7.^V-z:.Z^^:fj^izis\^.X. :*:#&§§C0FPRL 1 

^ll§g<7)F P R L 1 ^^m-t^mmt LXii. MF P R L 1 ^^MLtzm^B 

M)6^#<^*tL^®55^0i^SrV^9o mm.<Dm^:)jmtLXlt. Potter-EWehj 
(Kinematicatti^) <OX^m.^. m^^m^X^^^^ ^ l^^^^yu^tj: i^-^jj^s. 

m^^±t LTfflv^f^tL^o mmm^i^^^m (5 00rpm~3000 

r pm) xmmm (ii-^. ^1^-1 0^) ±.m^^hizi^m a so 

OOrpm-SOOOOrpm) T'ii^S 0^~ 2 Bf F^^>ll^L. nhti^ttm^ 

MF p R L 1 ^^m-t^mm^mm^^(DFP r l i <Dmi±. i mmmtz i 

0 3^10 ^^^X^:S><Di,mt L < . 1 0 5 1 0 7 ^^T'S>^<:o Wig-e^ 



mSE# 2003-3057172 



2002-205470 M ^^>? : 61 



l^^j^^^i5^';-i^:^iJ^mo«a:iSnrtgt::^j^(»0T'=&<. |WI-n y f 
^ M^-e § i 9 3& ^ o 

[0 0 7 4] 

human i n i:2f:|&?goF P RL 1 i:<^M'^ttt fctiv^f MSjl^Sr^'fk^ 

«L7tii uma n i n LT{i. C^HK Cl2 5i.]^ C 1 C 

human i n t:^§tm<7>F P RL 1 t<Dm^tfziii^^^)U 

mmi-^ztKxy)FPRLim^u^mm't^o ^^yyr-Kit^ pH4~i o 

.humanintFPRLl t=&v>/^ ^ -7 <--t?^tt«V-f tL-e 

^J;v^o f/c. ^^#^6^^^^ig:M$-fr'5.gfi<JT% CHAPS. Tween-8 
OXM (;fB3E-Th9Xl±) . rt^i^::iU-Y^j:i^(DJm^mi 

h uma n i n<^:$5'^#tr?Px^g6«J-ePMS F, u^y^y^y, E-6 4 (^y 

O.Olml-lOml <7>i^^-fey^-^?gtC, —^4 (5 0 0 0 c pm~ 
SOOOOOcpm) (DUMLfzh uma n i n^i^ML. 1 Q-^m— 

10-1 0M(7)m.mt^^^^^^^:ho ^mmn^^^t (nsb) ^^^htztb 

iz±mm<7)^mm.(^h uma n i nt:m^fzKJ^^^j.-y'i^m±ir^o KJBii^ 
0-5 0*C. L<J±|5j4~3 7'C-e. ^2 0»^-h2 4^^. mtL<im 



miE#2 003-3057172 



2002-205470 




(Bo) ^^^^^#M«J|§#» (NSB) t:^\\,>fz:fj^yh (Bq-NSB) ^1 
0 0% tLfzm. ^mm^^ (B-NSB) m^lt. 5 0%iJlTJC;^^K 

[0 0 7 51 

human i n t:^mM <DF P RL 1 t<Dm^tfz it z^^^)Vmm^mh^ 

it^ FPRL 1 ^.iaMjaicStt mx.it^ ry^Y>mmm. t^^jvu 

V>m^b. c - f o s Of&tt'fb. pH<7)®T^^^IEai-r^fStt*f^fi?p^Jt--& 

^ o 

mLrzmm:^''£^mx^;bo ^mm<oFPRLi t:^mLfzmmt lxh. 

o^^^OF P R L 1 ^mir:hmm^. ±fBc9Mmx.MF P R L 1 ^I^s^Lt^:^ 



aJSE# 2003-30571 



^|^M2 0 0 2-2 0 5 4 7 0 ^ ^-i^ : 70/ 

^m. mm^m<^. mmmmm. mmmmm. mmmmmmm^j:if7!)m^^htL^ 

[0 0 7 6] 

h uma n i n i:^|&§^(7)F P R L 1 1 0|§^$7^:(±vi5^-^M5^^^>ft$ 
^^^\:^mtf::it^(D^(D:^^y)--::^>^m^y hit. :$:|&9g<^F P R L K 
^5g<^F P R L 1 ^^^irf ^iaia> 1 7t(i;$:^0JcoF P R L 1 *#:t1-^m<7) 

Hanks' Balanced Salt Solution (^^r3:feti^) tc, 0 . 0 5 v-jfiiytT;!- 

b) F P R L 1 mSh 

2|s:^^<^FPRL 1 ^ll31$-^fcCH0«BJ§^^. 1 2 JtT'l/- h 5 X 1 0 5 
1i/?^T'^ftt. 3 7t:. 5%C02^ 9 5%a i rT2 HF^:^«L/c^Oo 

c) human i n 

rfrmcoCSH], CI 2 5 IK C14CK C3 5 s] ^rifT'^^t;^: h u 
m a n i n 

d) h um a n i n:^i^?i^ 

h uma n i n^SrO. l%'i7v'Jln.?tT;V"r^ > (i^rJ^v^M) ^-^trPBS-e 
[0 0 7 7] 

2. 

a) 1 2;?t^^«ffl-/^~htcr^^L;rc:2^^§goFPRL maiCHOIffl 

m^mmmm i m i t 2 iii^^Lfcm> 4 9 0 1 



miE#2 003-3057172 



^|^1M2 0 0 2-2 0 5 4 7 0 ^ ^~>?: 71 

b) 10-3-10-10 M(D^mi\:^mmmi: 5 1 mxtz^k. mh u m 

l,ZitUM^[:^%(Djtt>^Kl 0-3MOhuman i n ^ 5 ;« lJflx.Ti3<o 
uma n i n'S'O. 2N N a OH- 1 % S D S-e^St. 4 m 1 <7>?g#: 

M^L^ Percent Maximum Binding (PMB) ^^<7)5S:T^i6^o 
P.MB= [ (B-NSB) / (Bo-NSB) ] XI 00 
PMB : Percent Maximum Binding 

NSB : Non-specific Binding (^^^fitJ^-^) 

Bo : mi^m^ 

[0 0 7 8] 

^\:^^tfzl±^<Dmt. human i n i:2^|&^OF P R L 1 t O^-^ftt /cfi 
i; mi*ic a 2 +mm. mmn c AMP^^. c AMP^ 

^mu «i*icGMP^^. ^yi^h-)vv>mm^. mmmm^mm. mm 
p^M&M<D^) ymih. c - f o s (Dmrnt. p ii(D^r^£t^jS:m-r^mntfz 

T=r^>^h) . (n) mmmm^m^^^L^\^^i\:^m (^^^t>y9>^. :^§tm<DF 

PRL 1 tc^f ^T^iJ'rf-^^ , (/n) huma n i nt^^m<DGM&M 
^^^mFPRLlt(Dm^tl^m^M-t^^t^^. ^^v^i (^•) human in 



aiiE#2 003-3057172 



^I^m 2002-205470 9 

2^^?gOFPRLltcM-t-^r:f^>^h(i, human i n^e^^^;^^^^^©'^ 
^:|WI)m<7)f^ffl=^^LTv>^OT% human i n^^mir ^^mmmmCX^^ 

:$:fl§goFPRLlJc^i-^T^'^rr^;^.h{i, human i n;6^;fr^feS 
fg^tr^SU-r^^^^^T-^^O-e. human i n(D^mm^^m\lt^fzif>(D 

human i n^:^|&ggcoFPRLlt(^^'g-:tr^it5t1-^<b^|^{i. hum 

■ a n i n^^m-r^^mm^^m^ir:htzib<D^^ximm^j:mmt Lxmmx$> 

^ o 

human i n t:^mm (7)F P RL 1 tO^^tJ^m^-^^^it^i^it^ h u 
ma n i ni)^^-r^^mm^^m^^^^^fzibOhuman i n<;5^a^g14^^ 

v>T#ibtL;i,r h^/cfih uma n i n ii:^^B^<7)F P RL 1 tO^^tf 

^w^tm^j:i^:\ . mmmmm m. mum. mmik. ^^mTtam.. msfa.mm 

B o r n a ^ 3& iTOMmtt tfziit7 4 l^itMife. "7^^ >^m^ 

tLx^m-t^^ta^x^^o 



ttiiE#2 003-30571 



2002-205470 W : 72 

F p R L 1 <7)mmM0'K^m'r^mB<D^miQ x rfyttzummm^j: t^(Dmm 

[0 0 7 9] 

m^mizf^mLn:hmt<Dmm\imm. t fzi±mmm^^j:t^<DmmM<Djf^^x^m 
ami,zimx^:bo mx,ii. mt^mi^m^mzmi^ii>fi:h'&^<omi$i. 
mmu mmm. ^^m. ^^m^i^tti^iz-mzmibioiifz 

^^^MMizi3if:h^^^^Miii^^^iifzmm(Dm^^mM7^m^^^ x 

dizi-:hi^(DX^^o 

mu ^'^^)i^M^j:i:izm.m-t:s>^tT!,^x^:hmiMMtLxii. mK.it, 
^hizmmayi.^ t^wmm-k^^^h ^hi^^x^^ho '^^mz^cDmmmum 

hU-^A^a ^t'75^'fflv.t>tL, M^)&?§MMffii5§iJ. MAff. r;v=r^;i' (M. 
^-y^) . ^-f :^ :^ttl^MStt^J (M. *°VV;i<'^-h8 0TM^ HCO-50 



ffiiE# 2003-30571 7 2 



2002-205470 W ^-s; 

[0 0 8 0] 

tTt. JilB^R^ . ?^05SPJ«, Mx.{?. Mtfi^J (^Jx.J^, Itm 

»-(Mx.{^> v^y?., }fiyz^. ^5?^ ^ 

(6 0 k g^LT) iCisv^Tti, -Q tco 0 . 1 - 1 0 0 m g. 0 J L < (± 
0-5 Omg. J: L< fii^l. 0 ~ 2 0 m g-e^;So ^^Pfi^tc^ 

•:>xtm^£^:fyK mx.it. &.mM<Dw^xim'^mx.it. r)i^y^^-[^-mm^ ( 

6 0 kgtLX) tliSV^Tti. -BK^^mO. 0 1-3 OmgJg^, t < 
fi^O, 1-2 OmgSE> ilJiJt L<{i|«jO. 1 - 1 0 m gjgJS^Srl^M^lt 

tzm ^^^t ^^t 7()^x § ^ o 

[0 0 8 11 

i3mmiC:fett^2^l&^OF P R L 1 <Dmt:m\:^'^^4t^!^<DX ^ V -=--yif\z 



mSE# 2003-3057172 



0^^2002-205470 V 

(i) f¥^}^m%W)m<7)a) ikm. w 3^^<om.^. c) Mw-f>^mLfca^ 
^ L < immmtrmmLfz^^. mmmm^^^mu mm.mm^i>z^tK;h:^^ 

^OF P R L 1 ^ ^ J: mmmiZi3n^:^^m<7)F P R L 1 04 

(ii) ^l&l^<^FPRLl^|§mt-^?^Kfe^#:^^ife:^L7tf^. 

(iii) ^^ym%mm<oa) b) i^^<7)iii^, c) m^^-h^mLtzmm 

mi-'Sc:i:lcj;;S, ^fl^^t-*5tt^2|5:||^<DF P R L l(^4=J:^'fb$-^;2,'fk'g'tf 

(iv) *^0^(7)F p R L 1 i^m-r^fmmmiifm^w>^t Ltz^. ft^m^ 

[0 0 8 2] 

(i) iE#^;5v^{i^m-^f';^^li hPtfLi&t/ (f!J^{J\ -7'^;^, ^.^h^ ^ 
tyv, y^, i^v., ^.3^ -9-;^;^^% l9:i:#a<Jtc{4r;^:y^^-r 

^J^(^> fFM. . ttzim^^^hmjkLfz^.- ^;h\,mmm^ 

n^o '^h^fzm^. m^ttzimmmt:, m^if. m^^^mmm. m^it^ y 



tamW 2003-30571 



^02 0 0 2-2 0 5 4 7 0 V ✓ 

m^'^<^ttl^m^(D:it^\,^Oo mm<omi^:^mtLXii^ Potter-EWehj 
(Kinematica^tM) B'^mzX^hm.^, y l^>^y' I- t'XMS. 

m^^t Lxm\>hfi:ho mK.it. mmm.wmt:i&m (5 o o r pm~3 0 0 0 
rpm) xmmm mi^-i 0^) m^t^u ±m^^hi,zmm (150 

00rpm~3 0 0 0 0 rpm) T^S^ 3 0 2 ^f^^^C^ U #^tL^it^^ 

(ii) ^^§goFPRL 1 ^?^g^m#=S:±fBO^?St;t^V>f^®L. 
[0 0 8 3] 

:^yV7.tj:^-^^.^:^^<^^^^ (3 0^Hfr~2 4B#^HU. t<(i3 o^^tfr 

- 1 2 B#r.m. J: ^ $f i L < (i 1 B#r.m~ 6 mm) ^ l < (i-astpm ( 3 0 

ram) > * '"-(i^^J^^v^titfae^j;^ Mx;^i:|WI^tcM^'fb'^%$r^^L. 
^-^NF^^m ( 3 0 3 am. $f ^ t < {± 1 0#F.m- 2 B i {5 0t 



aSiE# 2003-30571 



^|pM2 0 0 2-2 0 5 4 7 0 V ^-i^ : 77/ 

2B^-3Bm) . mmmiZ^if^:^^m(DFPRLl<DM^^M-r^^ti,ZJ: 

(iii) iE't*^v>mS.^T';V'#^li MffifLHl!^ (Mx.{^. •V'^;:^, 
'>-9-^. }^yi;, ^i,^ ^.rr, X.^ Mcim\z\±r )Vy 

(iv) ^^§g<^FPRL.l ^^mir^M^^^i^^:^m\^>xmm<7)^^t:t^ 
[0 0 8 4] 

tc^nt^^^^oF p R L 1 (DmL^mt^^h^m^^-rut^mx^ y) , 

U) «mtCi3tt^2^l&^OFPRLlom^iiJn$-l^^vIttCj;l9 
. FPRL mk.\f. T^^YyWMm. T^^}Vu^) 

mi*lCa2+^^|^ mi*Fc AMP^^, c AMP^^^M. 

«i*icGMP^^. ^^^>h-;vu>'mM;^. mm.nm^m 
<o V >m^t. c - f o s (ommt. p ho^t^ /^{i^psu-t- 

^m^^t) (n) mmtci5tt^:$:|&^(?5FPRL10 



tmiE#2 003-3057172 



2002-205470 



: 78/ 



mmm. mmst. ^^mrmin. mm.i^mmm. wm^itm. mmrikm 
mi^. m^mm^. v^^y^rmmm. m^mmm^m. Bom a^^ir<^M 

-m<D^m • '{^mmtLx. i&m^x^^tmmt Lxmm'r^zti!)^x^^o 

mt Lxm.mir^^^^ '^^^^^^^^':^xm\it'r^^bi)^x^h. 

m^m ^ t (omm'imwL. t tz ^mmmi t^<^^^mm<D^x^m 



ttilEilt 2003-3057172 



2002-205470 



[0 0 8 5] 

mu :^f-r^)ym'^^^i^^A(D2:o^j:mmk -ysm. %mtfzii^y^v 
iii^<^^^£t^mmttzimm^^:h^j:t<Dm'^(Dm:Mmmiz^^'ox^^-t:hz 

. #^^:t>tt#Mtg^^J m. J^°';y;V^-h8 0TM^ HCO-5 0 
) ^i:'^:#fflLT'^> iv^o tTii. mx.it. rf-^m. if^J^Mv^ 

^tL, mmmmMx^:h^M^m^yz^}K ^>i^}\^r)v=i-)i'i5:i^tmmLx 
ttz. ±t^^m'mmmit. mx.if. mmm mx.it. vymm.mmm. 

^ ^mfl mx.it. \^hm.mTJl'r^y. ^'V^^Uy^r)a-)l.fj:i^ 

) ^ -^^^fiJ mx.it. '^yi^jvr)i^a^)v. ya:y-;v=fc^) , m^m±M^j:^ 

tw,^Lxi,x\.^o mm^fitz^mmim^. mm^j:Tyyjuiz^m^tL^o 

^<^^oi^Lx^^i^ix:^mmi^^x®m^x^:h<Dx. mx.it. \:ih^m% 
mm mkit. ^yy^ ^^x. -i.-^-^, y^^^^^ ^ 



fHiE# 2003-30571 



^I^m 2002-205470 



(eOkg^LT) iCiJV^-Cfi. -Htcoi^o. 1-^1 OOmg. mL<it 
mi. 0~50mg. X^mL<imi. 0--2 0mgT^^, ^^pgejlC^ 

eOkgfcLT) tC^V.Tti. -BtCO^^O. Ol^SOmgSJg. 0iL< 

filtio. i--2 0mgaE. ^^^tL<itmo. i-iomgmm^mm&m 

[0 0 8 6] 

(7) ^^m(DFPRLll.zM'r^mi^t:^7^LX^:bmm 
^^m<OFP R L 1 iCMf ^tiL#:c7)tl3^fSttt fi. P R L 1 

Lfz^^-o T. ^H^go F P R L 1 tl^l-^ ^:.^tiL#(i. F P R L 1 <DMmmm 
^human i ni§#^ iinc^H-t^J^BOTO • ?&^^Ji: LTfflv^<S i 

-tie^R^ • ?i&^j^jti. HSriBLT^rs^i&^goFPRL 1 t:^mi-^mmtmm.iiZL 

[0 0 8 7] 

(8) ^^m(Orz^^'^>7.DNAi^7^\^Xy'j:^mm 
^§tm<DT>^±>:^DliAii. FPRLK^iil^l&S^human i n 



mmm2 003-3057172 



^f^M2 002-205470 



^-i^ : 81/ 



[0 0 8 8] 

(9) ^^^^gcoDNA^AilltfOf^m 

) tfzii^<DmmDNA (^?tm(D^^mtmDNAmm-t:hm^ii^^;h) ^ 

Cl] ^l&^<^^5^^DNAtyi:<i^O^^DNA^;f1-^^kmifL»tf. 

C4] ^mM<D^^^DiiAtfzii^(DmmDNA^^mu m^mmzisx^^x 

!^Mm^^tfmwmm.^j:t^znLx. 0tL<ii. MiiiLi&t?oi&^ic:fejt 
^m^^<Dmm (^^Kit!-tL<ii. ^mmtfzit^mmmm(^^^xy(>^^~^9c 

^ h 7 >'&>S^ ^tc i g fitj t -r ^ D N A ^ J: o Tf^mi-;g> d ^: 



ffiiE#2 003-3057172 



^I^m. 2002-205470 



^--J : 82/ 



tfz^ mm-^^^M,^j:rymw}^. h^m-^-o:^ (^At^. MmtL-c. .C5 7 

BL/ema DBA2^^^^. ^^^ttr. B6C3Fim^, BDFi 
m B6D2Fim BALB/cm ICR^M>&if) ( 
Wistar, SD^if) ^ Lv^o 

[0 0 8 9] 

-e {i ^ < . o ^lIi?L»;5^ w • Jfim $ Kfz-^m^(oi> n a ^ v. ^ « 

. ifi^Zfz%,<D^ ^mi\z\t. M.m(r>\^lB. ^a. m^co^m^n 

L. MAtf. lE-^^^^H^OF P R L 1 0|itg>&«IJf ;& F P R L 1 ^H^^-f 
^DNA3&if;&5fflV>t>tL^o 
*l&5go^5^ttD N A {i. t f ^ mt/ ^ [SI® ^ ;E> <7) ^^-t, com 

oT{i. ^DNA=Srilii^iaJ!aT»|&31$'i^d^yn^-i57^cOTmii^'^Uf^DN 
NA^rte^^-t-^^-^, -''^^^l^tt^^1^v.:$:^0^coDNA^;t-r^#«Pi?Li& 
if) S5^<^>DNA=lr|^m$-^^^#a7'n^^^-0-irmtc. :$:|l5gothDN 



ffiiE#2 00 3-3057172 



2002-205470 



^-'J: 83/ 



[0 0 9 01 

7— If. Ifil/jNJ^fe^^ftH^^, -^-^^VKl, K 1 O.iSiO^K 1 4. ay^-y 

^ '^f';'i^A*i;.i7ATT'yi^>3';>m'ffc^^ (Na. K-ATPa s e) . 
i—^\m.-^y^^\£^-. MUCi^^:^!^^ (H-2L) . H-r a s> V 

v-^^^^y p-im.imm. ^m^^}v^^^y^--^ (tpo) . 

v>^iIli5J;tF2. f^DiJ^-nyij Thy-1, 

^&^^'*n-/i;>', HilpT^^ (VNP) . jflL^T^n^ KP3:x4?-:^>'h. ^ 



miE# 2003-3057172 



M 2002-205470 W ^^c; . g^/ 

(EF-la) <D"/n^^^^^ ^ViSXV'::-^ VV /3r^^>yu^^-$r^tj; 

[0 0 9 1] 

IE#=&:$:|&^OF P R L 1 O^lR^itti. t Yttzit^mm^m^ 

^ffi^p^ii&^i5iffrc*3it^2p:^?g<7)^5^ttDNAoK#{i. nmmmmmomw 



miE#2 003-3057172 



|#M2 0 0 2-2 0 5 4 7 0 ^ ^-i^ : 85/ 

^W}m<DmwmmKio\.^x:^^m<D^M^Di^Ai!)mmiz:^^-r;t zta. f^m 
W}^o^m^^^x^(Dmwmmis x r^i^mm<D^xiz:^m<D^^^DNAim 
mizm-t^h a t trMm-r^o ^^^(o^^^D^A^:^nm\^^fic<Dm(ow}m(D 
'^^iit<Dmwmm,^xx/i^mm(o^xK^mm(D9\^m^DNA^Mmiz7^i-^ 

o 

[0 0 9 2] 

^^^^Xist). P^^m<DlE^T>l^A<omm^^mir;h^tizXi)Mimiz:^^ 

^c^F p R L 1 <D^m%mm^^m-t^ ^ti>^^ ^ . ^<Dmm^r)mmt lt 
OF p R L 1 (Di^mxm^^. ^^m<DFv r l 1 i^mm- ^mm.(Dmmm.^<n> 

t.fz^ ^^^<0^^mE%T>^A^n^^^fzm%mm\t. :$:|&^0FPRL 

1 <omm'^^^i-:h z.ti)-h^ ^^§g<7)F P R L 1 icMmt-satac^i-^t^ 

ttDNA^T^^lC^^^f ^ C t ^?i^.tT^DNA<^;tiA#i: LT®^O^W# 
hti, ®^<^DNAX^6<j^^tc:J:oritMi-^ii:;i>-r'§;?,o §*»J5P 



ffiiE#2 003-3057172 



^^I^M 200 '2 — 205470 



86/ 



[0 0 9 31. 

^^htiXi^ i) , l^«ttOiE'^DNAomt^^ia#t-'g. CI J; 

Lxmm-r^^ti>^x^:ho mk.i^. ^^m<Dm^D¥(Ammm^.^m^-x. :^ 

§g<^FPRL loatl^fi&&MTO^t3*3tt^2|s:|^^(7>M'^FPRL 1 m:;|,iE 
'i" F P R L 1 <7);^fg|g.:g: (dominant negat ivefpffl) =^fi?^-t" ^ ^ t-';U ^ o 

tfc. 2|s:||^(7)>$^5^^'^DNA^|E^$-iJr/riiS?L»t?ii> ^^H^^OFPRLl 

<omm&vt^m-r^^ti>^i^. ^i&?g<^FPRL i tfctioiiti:5f^f&'ttMTO»3^ 
Q)^§tm<DDN An^mm(Dmt.^(D DNA<>t<{iRNA=^ um^^^-r ^ ^\ 

* {± D N A J: $ tLfc F P R L 1 ^ ^^1- ^ i h J: ^ . :$:^H^ O 
F P R L 1 J; mmm\z^^^ ^ v^ti^Smtt- ^ F P R L l t OM^-ttlco v> 

x<Dmm. 



miE#2 003-3057172 



#^ 2002-205470 



fc^J^-e^. S/c. ^^H^gOFPRL UzMilf ^^^m^T'Ji'O^&jii^lciStt^J: 

fzl±:^mM(D^^^DNA§^m-<^ir^:^^^.X^ F P R L 1 

[0 0 9 4] 

(10) y y^r^ VW}^ 
^m<oDNA^m^^0}^ym%&^t:mm'r^o 



tBiE# 2003-30571 



=M 2002-205470 




C5] yymw}m:^^'^^:^x-;k:hm C4] mnm(om^mm. 

tg^l:?Ptl|f -S^N ^> t < {i^DNA^ii^n- K tTVi-?>3|5:§§5g<OF P R L 1 0^14 

^mzx^mDNAMw--uxii^^mm. mDNAmxttzimm^^ 

[0 0 9 5] 



mSE#2 003-30571 



^^m2 002-205470 ^ ^-i; : 89/ 



) ^ cat (i5'n^A'7a^-=r>-;i/T-tf-;i/h7>;^7i7— t'it-fEi^) ^ft^ 

^-e § < 1-^ i ^: J: o l§^6<ltiit<S^=^m^t- 'I. i 9 LTtD N A 

^<^DNA_h$);5>yMi'?-Oiai§(7)DNA@B^J?ryn--rt >^/^>r ^1; 

f - :^ iJ^ ^ -f^S^lC'glM t D N Am^<7)i£#^j^o D N AiB^J ^ 

^ tfc p c Rfetc xy)mmu :^§tm<7>y y^r^vE smm^mw] 

mh^-^j:ESmm^m.n't^^j:}f<DUmt^mK.if^ C5 7BL/6^'!7>^^C5 
7BL/'6<^^||3i5:(^iI?:fe$:^DBA/^2 ^:<7)^^tc j: J9 L/cB D F i 
(C57BL/6i:DBA/2t<7)Fi) ^fflv^T#2: t^c ^> J^^tc 

KMx.X^ C5 7BLX6-?''i7>^S:W*lc^#oo-^, ^tt5rffiv^T#P> tifcE S 
m(i^^,*T';Vv.>>!:'Jr#jliLyt:i:i. C 5 7 B L/ 6 V'^t^ t z^-";. ^ n;^ 
t- ^ ^tX^(Omm'WW.^ C 5 7 B L/6 ^-^Atcft^^ - t;6^^Hg-e^b;g>^, 



aJlE#2 003-3057172 



2002-205470 



^-'J: 90/ 



[0 0 9 6] 

o ^(Dipm^mm-tfut. ^^^^ mm^^^:-r^(D},zmi o Qm<Dmm^^mL 

TV^TtomtT. 1 3n---@jgoES«B!l&^ (^5 0M) X-mtf(DX-. 

sTommwmm<Dx^:^mm^j:y^-r-m^±xLiF (i-iooo 
ou/mi) ^:&TKM.m:ff:^^mmp^ mtLiit. 5%Mm^^^. 95%^^^ 

fzit5%mm. 5%^m*^^. 90%^^) T-^S 7'CT*:^«1-^^^O^jS-e 
liftBflCti. h';yv>'/'EDTA^?S (il^O.OOl-0. 

5%bi;7'v>'/0. l-5mM EDTA. 0*L<{±^O. l%h V^i/V/ 
ImM EDTA) ij^^MbU fffclcffl^Lfc^ ^ 



ffilE# 2003-3057172 



#M 2002-205470 



^-^J: 91/ 



^^^^y<DmmK^^t^^^:itf,mmr^h^ cm. J. Evans^^mi. H. Kaufm 
an, ^^^^^ (Nature) ^292^. 154H. 1981^ ; G. R. Martin fui^^r 

Proc. Natl. Acad. Sci, U.S.A.) ^78^. 7634M. 1981^ ; T. C. Doetschman 

•7*nv-. ^87^. 27M. 1985^] . ^l&^gOE S«=lr^>fb$-^T#?>tL^ 

^^§gc^ D N A^m^^mmt. ^ > h n ti^s ^^icn^g^ f p r l 1 1 7t 

[0 0 9 7] 

:$:^0JODNA^:AtL^:b^:fB|SI^S|;i^$^9:^Ci:tCj;i)> 2(s:|§^oDN A=& 

:*:|IW<^DN A^V ^ T -i^ h ^KtzMmt. :$:^0^OD N A_ht T^cii-e^T)^^ 
D N ASB^iJ «r 7°n - :/ 1 L/c^^Hf ^ r -tf- V 3 7^:(± ^ - 

^yir^^^'-±.<DT>i^Amnt. ^^^^^ 9 -\zmi\.fz 

V -i^ ;^ D N AM^<Di£#^i^<^ D N Aie^J ^ y ^ ^ 1 1 7t 

PCRmcj:^^#-efij^-f-;s,c:i:^^T»i;i,o hmmt^E^m^Mv^T^c 

^^{i. JtfEi^>{i|W||amx.tc i J). ^^?^<^DNA;5q^fSmb$tLfc«;^^i^ 

^ o f^ffi $ afcSrt^ <^ D N A^ ^ ^> o|fflJ5& t A:^eu 
^ t O D N AM =Sr ^> t C0M%:d- «b ^ tL^ ^ ^ |ft!^T«^ ;& o 



miEJ^ 2003-3057172 



^^m2 0 0 2-205470 



^-z^: 92 



^OF P R L 1 (Oy!r^^^Wf^m^^%:h i ^„ 
[0 0 9 8] 

L7t h ^ o.^^;/ ij^^^t Mii?L»tr^^#^ ^ti)^x-^. itLtxT) h 9 

Mif?L»!^tiifc-^T. ^fSi^ffira^mxtCj: ^^^m^V^^Am^z 

myfmt d n A(Dm^ ^ mmom^ ^ ^set- ^ ^ .h j: , ^75fi^>f bD n a 

#mm!^mLT. iE#M#l, ^^'^^^-(^^-vmmz^j::hXd^£ 

^ftm<oDNA^vi^f^mt^Mz^\i Ymm.mmmnmmii. :^^h^<??dna 

mm^ixn^m^<D^!^mm^x^-t:hfzio. ^^m(DFP rl i (D^mm^<D 
^r^mm(D^m\iz:^mx^^o 



ajBE#2 003-3057172 



12002-20547 0 W ^-^^ ; 9; 

[0 0 9 91 

mb^%. mmm^Wi. imm^m.. nm^^^^. jOL^^if^^ 

[0 10 0] 

±. i 0 §f * t < til?; 5 0 L;t^^. ^^®^^fc^i^^±f5<^^,f JCM 



aiSE#2 003-3 0 57172 



12002-205470 W y^^^^j 

mttM^M. ?^^jfiLM> ^mTjflLM'& if) . m (M. M^^sa®, ^^mm 

#*D^*^0 ^ Lv^o >:i<7)^i^i^t LTti. f!lx.{i\ (^Jxitf. V> 

t7t2|s:^^<^F P R L 1 t h u.m a n i nt<Dm^t fzktl^^±Mm^mt 

tiUt^LidtJ ^vh, -^-i?-^, li^v, 

M^b^^^t7t•{±-€•<^:^<^)^#a^i, S^i^a^ h^ii'tij: 



miEi^ 2003-30571 



=M 2002-2054 7 0 




1 0 Omg. ifiL<(i^l. 0-^5 Omg. J: i^ltf t L < 1 . 0-2 Om 

1^0. 01~30mg^;g, $ftt<(i^O. 1-2 Omg^Jg, J:^)SfiL< 
itmo. 1-1 Omg^Jg^i^M^t;J:i)^#t- ^<^56^^'^-e*^o -ft&Ollj 

[0 10 1] 

(1 Ob) ^^m<DDNAKMt^y'u^--^^<oW[^^j^mtfzim^-t^^t 
±ffi;^i^ v-->^:^i*ic:fev^r> :^^m(DD'^ A^wf^$^}± ym%mmt 

^ o 

-^miR^ (1 acZ) . '^m^r)Vij^)y^::^yr^-^m^'^ttzkt}Viyy 
BBTtC^^-t-SO-e. l^5K-^-mfE^;6^3- h'-t^^M<0§^m'S: b -5 



aJiE#2 003-3057172 



^^mz 002-205470 



96/ 



p R L 1 <D^m.i-^mmt^. ^^m<D f p r l i oft^b o ^ - ^ h 

(X-ga 1) Oi:d=&^-5!f7^hv^-^fO^Ki:/^ 
^f^m^fflv^T^fel-^ .1 J: . mmz:^^BM(DFF R L 1 

i^m (PBS) -e^^f^. x-ga 1 ^^ism^mt^. mutfziis yw^a 

T% ^3 O^^V.LmPBmJS$-i±-/:m. aM^:^^lmM EDTA/PBS 
^ftttfiv^, j^,^ 1 acZ=&3^K-t^mRNA=&;^mLT^> 

v>o ^<7)m^j:mtLxii. mmm m^i^^ mm. wm. ^''fbTfc^m 

[0 10 2] 

^l&igoDNAlc*ti-^yn^^^-tStt^^^-^^^{,^j^^^,j^^^^j^^ 
^^WOF P R L 1 (7)^^:|:^ii ^F P R L 1 0;^tg:^^ii1-;S> i:;6-'T«§ 
^C0T% ^J£(?. ^^§g<^)FPRLl(^^tg7F^tc|5m-r^5^.mo^E5i5j:yf/' 



aiiE# 2003-3057172 



12 002-205470 W ^^i^-, 97/ 

mm. flsiffijfli. ^'^MTtiijflL. ^jfliw^^m. mm^skm. mmrikm^j: t) , 

^§tm<DFP R L 1 (o^mtrUmi.. MF p R L 1 <Dmm^mw-t^ ^iti^^x^ 
mM^j:t'(DmmtLxmmx^;bo 

[0 10 3] 

L/c^^igOFPRL 1 h uma n i n iiO^^I^^^^'fb^^^:;^ 

{*Pi?LI&.t? (-B^Jx-ff. ^u/h^ ^-^Ts^ "^"^^^ \LVi?^ ^ 

V. -^v, ^)Vtj,}^) \zn\^x^^'^:h^hifiX^ho 

Okg^LT) tC:fev>T(i. ~Bt::pgM^fc^i^^l!lO. 1-^1 0 0m g. 
L<{±|ejl. 0~50mg. J:>)$f* t<fi|tH. 0 - 2 0 m g^^f^o 



{±ilE#2 003-305717 2 



12002-205470 ^-v? : 98/ 

^m^mmMoM-cM'^. r)i^y^s4-7'-mB^ (^^meokgttT) iz^^ 
t^m^. -BK-D^m^t^m^mo. oi~3 0mg@j^. tt^-tLinmo. ' 

l--20mg@at. J:«9iftL<{i|t;0. 1 - 1 0 m gSJg=^«^M^ItJc J; i)^ 
t^Xd =&m*=Sr#5:t-tT-J?> 2^^^<^ F P R L 1 -e<^) ^) 0<7)<ft:|*i-co^^|| 

o ^ o 

[0 10 4] 

UPAC— lUB Commission on Biochemical Nomenclature iCi^B^-^^^ 

DNA : ■r:^^ZyVyi-m^ 

c D N A : ti^fi^J 7"^ ^ i/ ij sK;^m 

A : TT^> 

T : ^5 >^ 

G : ^T-> 



ffiiE#2 003-3057172 



2 002-205470 



^-v^: 99/ 



C 
RNA 
mRNA 
dATP 
dTTP 
d GTP 
dCTP 
ATP 
EDTA 
SDS 

[0 10 5] 
G 1 y 
Ala 
Va 1 
Leu 
I 1 e 
S e r 
Th r 
C y s 
Me t 
G 1 u 
Asp 
L y s 
A r g 
H i s 
P h e 
Ty r 
Trp 
Pro 



: V ^mm 

: jL^uy-JT^ ymffB. 

^')iyy 
T=7 — y 
y 

u^cz^y 
^ y n ^ V >- 

-bvy 

7.\^'^:=.y 

->;^-r^ y 
5 yw. 

^)Vy 
r)v^=.y 

}±:^-^-vy 

h h 7 T :^ 



miE#2 003-3057172 



2002-205470 



■^-i^: io( 



A s n 




G 1 n 




p G 1 u 




He 




Me 




E t 




B u 




P h 




TC 


:^T^/Vi^>-4 (R) -AJl^y^^^^Y' 



[0 10 6] 



T o s 
CHO 
B z 1 

Cl2 B z 1 

Bom 

Z 

C 1 -Z 
B r-Z 
B o c 
DNP 
Tr t 
Bum 
Fm o c 
HOB t 
HOOB t 

HONB 



: ^ > i^^jv:^^ V ;v 

: 2^:/n^--?>vf;i.:t^v5$?;i'.-K^;v 

: 1 -li Kn^v^vx h V TV-;v 

: 3. 4-vli Kn-s-H Kn:^->-4 -:j-^y_ 

1,2, 3 — »;r>^^^ 
: l-li ;V;^';i'T->'-2,3-i^7t?;WjKi|rv-f ^ K 



ffiiE# 2003-3057172 



2002-205470 



^--y, 101/ 



[0 10 7] 

mm-w : 1 
rn^m-^ : 2 
m^m^ : 3 

h uma n i n <^T 5 y mse^J^^^-to 

mfm-^ : 4 

[Glyl4] -h uma n i n<^T5 y^SB^J^Jr^f o 

m^m-^ : 5 

human i n^iR.^T'^ KoT ^ y ^lE^J^^-^^ 

[0 10 8] 
[^M^Jl 

^'n-->ijf (Molecular cloning) t^fSm^tLTV^^^I^^tct^oTtro 
[0 10 9] 

[^iSMi] FPRLi-GFP^§tm^^fzCHomm^zm^. 

>»t3J:oTiiJp$-^fc«rtcAMPiOhuman i nt'j:^P|I$IJ 

pp^i^i-GFPi:mm.^-^fzCHomm^ry^^m^m (hbss (gi 

bcoBRL) frco. iro^vjflLftr;!.^^^. 0. 2mM IBMX^«n 

Ltz^(D) KXmW^Ltz^k. SZ-C. 5 % C O 2 ^frTt:^ 3 0 L/co T v/ 
•b^ffl^%lCT#flt/c^zt^<7)h uma n i n (^^^ K:©f) ST^rtifsSm^S 
«:^*nU ^<^m-7:t;^;^r2U>i^Mi:^^J:^tc^i,nL7-o 3 7"^ 5%C 
O2^#T-e3 0^^^L7to :^^±?t^^TT, CAMP screen k 
i t (Tr^^hVU:te.;^xAX1±) 0'/nh=r-;i.tct^v^ mi^(7) c AM 
PMi^-^ru-hV-r- (ARVO sx-v';i.^7-^;i^:*H7>.>5.^^ 



aiiE#2 003-3057172 



^FM2 0 0 2-2 0 5 4 7 0 ^ .^->? 

p R L 1 - G F p itfe^- ^M'XLfzCHo mm^mm >^ ;v X 3 V ymuu k x 

o-Cl#iD$^ir/z#ttF«3c AMPit^h uma n i n i.Z X ^ mmm^m^-o^m^ 

^j^m^-AmBi^fifz (mi) o 

[0 110] 

^^?gOFPRLl. -eoB^^y^K^/il±-?-om^ t/^{»||ggoFPR 
Ll^L<(i^Og|5^^y-f-K:|-n-Kt-^DNA{±. m^^»Ji; 

^§&B.I<7)FPRL 1. -e<^^^^-/f-Kt/c{±-eoJ^i:human i n 
V^^CliitCioT. h uma n i n t2|s:|&gg(^F P R L 1. K$ 

[0 111] 

[le^ij^] 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> A Screening Method 

<130> B02239 

<150> JP 2002-173798 

<151> 2002-06-14 

<160> 5 

<210> 1 

<211> 351 

<212> PRT 
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2002 — 205470 



^-i^: 103/ 



<213> Human 
<400> 1 

Met Glu Thr Asn Phe Ser Thr Pro Uu Asn Glu Tyr Glu Glu Val Ser 

5 . 10 15 

Tyr Glu Ser Ala Gly Tyr Thr Val Leu Arg He Leu Pro Uu Val Val 

20 25 30 

Uu Gly Val Thr Phe Val Uu Gly Val Uu Gly Asn Gly Uu Val He 

35 40 45 

Trp Val Ala Gly Phe Arg Met Thr Arg Thr Val Thr Thr He Cys Tyr 

50 55 60 

Uu Asn Uu Ala Uu Ala Asp Phe Ser Phe Thr Ala Thr Uu Pro Phe 
65 70 . 75 80 

Uu He Val Ser Met Ala Met Gly Glu Lys Trp Pro Phe Gly Trp Phe 

85 90 95 

Uu Cys Lys Uu He His He Val Val Asp He Asn Uu Phe Gly Ser 

100 105 110 

Val Phe Uu He Gly Phe He Ala Uu Asp Arg Cys He Cys Val Uu 

115 120 125 

His Pro Val Trp Ala Gin Asn His Arg Thr Val Ser Uu Ala Met Lys 

130 135 140 

Val He Val Gly Pro Trp He Uu Ala Uu Val Uu Thr Uu Pro Val 
145 150 155 160 

Phe Uu Phe JLeu Thr Thr Val Thr He Pro Asn Gly Asp Thr Tyr Cys 

165 170 175 

Thr Phe Asn Phe Ala Ser Trp Gly Gly Thr Pro Glu Glu Arg Uu Lys 

180 185 190 

Val Ala He Thr Met Uu Thr Ala Arg Gly He He Arg Phe Val He 

195 200 205 

Gly Phe Ser Uu Pro Met Ser He Val Ala He Cys Tyr Gly Uu He 
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2002-205470 



-^-v^: 104/ 



210 215 220 

Ala Ala Lys He His Lys Lys Gly Met He Lys Ser Ser Arg Pro Leu 
225 230 235 240 

Arg Val Leu Thr Ala Val Val Ala Ser Phe Phe He Cys Trp Phe Pro 

245 250 255 

Phe Gin Leu Val Ala Leu Leu' Gly Thr Val Trp Leu Lys Glu Met Leu 

260 265 270 

Phe Tyr Gly Lys Tyr Lys He He Asp He Uu Val Asn Pro Thr Ser 

275 280 285 

Ser Leu Ala Phe Phe Asn Ser Cys Leu Asn Pro Met Leu Tyr Val Phe 

290 295 300 

Val Gly Gin Asp Phe Arg Glu Arg Uu He His Ser Leu Pro Thr Ser 
305 310 315 320 

Leu Glu Arg Ala Leu Ser Glu Asp Ser Ala Pro Thr Asn Asp Thr Ala 

325 330 335 

Ala Asn Sef Ala Ser Pro Pro Ala Glu Thr Glu Leu Gin Ala Met 
340 345 350 

<210> 2 
<211> 1053 
<212> DNA 
<213> Jluman 
<400> 2 

atggaaacca acttctccac tcctctgaat gaatatgaag aagtgtccta tgagtctgct 60 
ggctacactg ttctgcggat cctcccattg gtggtgcttg gggtcacctt tgtcctcggg 120 
gtcctgggca atgggcttgt gatctgggtg gctggattcc ggatgacacg cacagtcacc 180 
accatctgtt acctgaacct ggccctggct gacttttctt tcacggccac attaccattc 240 
ctcattgtct ccatggccat gggagaaaaa tggccttttg gctggttcct gtgtaagtta 300 
attcacatcg tggtggacat caacctcttt ggaagtgtct tcttgattgg tttcattgca 360 
ctggaccgct gcatttgtgt cctgcatcca gtctgggccc agaaccaccg cactgtgagt 420 
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^--J : 105/ 



ctggccatga 


aggtgatcgt 


cggaccttgg 


attCttffCtc tacrtcrttar ri-f cymacyJ-f 




ttcctctttt 


tgactacagt 


aactattcca 


aatsTfifSfsaca catactatar tt^n^^rti-i- 




gcatcctggg 


gtggcacccc 




CtSaafiTfirtfiTGr CCatf■arr5^"^ cfr»f CTQi^QcT/*/* 


Ann 


agagggatta 


tccggtttgt 


cattggcttt 




AAA 


tatgggctca 


ttgcagccaa 


gatccacaaa 


aafiffCfCatsra ttaaatrracr rrctrrri-fQ 


/ 


c^gtcctca 


ctgctgtggt 


ggcttctttc 


ttcatctett ffcrtt trrrtt traar^f aty^-f 


/oU 


gcccttct^ 


gcaccgtctg 


gctcaaagas 


atfitttffttct atorcrraiicffa r»05»si2if r^off 
Mb^bu^uc^u aL^g^ddgta CdoaaCCdL L 


ft/in 


gacatcctes 


t taacccaap 




gccttcttca acagctgcct caaccccatg 


900 


ctttacgtct 


ttgtgggcca 


agacttccga 


gagagactga tccactccct gcccaccagt 


960 


ctggagaggg 


ccctgtctga 


ggactcagcc 


ccaactaatg acacggctgc caattctgct 


1020 


tcacctcctg 


cagagactga 


gttacaggca 


atg 


1053 



<210> 3 
<211> 24 
<212> PRT 
<213> Human 
<400> 3 

Met Ala Pro Arg Gly Phe Ser Cys Leu Leu Leu Leu Thr Ser Glu He 

1 5 10 15 

Asp Leu Pro Val Lys Arg Arg Ala 
20 24 

<210> 4 
<211> 24 
<212> PRT 
<213> Human 
<400> 4 

Met Ala Pro Arg Gly Phe Ser Cys Uu Leu Leu Leu Thx Gly Glu He 

1 5 10 15 

Asp Leu Pro Val Lys Arg Arg Ala 
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2002-205470 — ^--J : 106/E 

20 24 

<210> 5 
<211> 24 
<212> PRT 
<213> Human 

<400> 5 

Met Ala Arg Arg Gly Phe Ser Cys Leu Leu Uu Ser Thr Thr Ala Hir 

1 5 10 15 

Asp Leu Pro Val Lys Arg Arg Thr 
20 

mi] *fflB&l*IcAMPanJ;^FPRL l-GFP^S#:|§^$-^f^CHO^ 

(Basal) tC^U ^^'V^ =i V >^ 1 i t/04'Jl^^<??jt 

ft (M) OFMLP. human i n (HN) . ^iiXf [Gl y 14] hu 
nin (HNG) ^'J^^^;^ n V > |lIB#li^5n LT^ jl-^^v a > L. 
1*1 c KMV^^iicMLfzm^^mto 

m2\ mi*IcAMP»lcJ:^FPRL l-GFP^^#=^|§3^$ii:rv^;&v^ 

cHom (mock) ^z^mmj:')'ff-^vm'&L(omm.m-^m^'^^7r^-r^ .-}.;^ 

^T'fiMt^^^v.^tJ (Basal) tc^t. >^ i ^.M». 

ii^Xfm^K^m<Dm.m. m OFMLP, human i n (HN) . ^i.Xf [ 
Gly 14] human in (HNG) ^-i^^^;^ =i V i: I^BftC^LT-f >^ 



m a 



ttiiE#2 0 0 3-3057172 



Wm 2002-205470 



1/E 



[HI] 



mm 



2.0 



^ 1.5 
o 

£ 1.0 



0.5 



0.0 



FPRL1 




Basal FSK . 10 



3 1, 0.3 0.1 
Ugand<AzM) + FSK 



0.03 0.01 



[112] 



mock 




BasQi FSK 



1 0.3 0.1 
Li^nd(/fM)-t-FSK 
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2 002-205470 



1/E 



mm 

itFHuma n i n ^fflv^^ ^ i: ^Sr^miil-^^l^-t T':?' -SSKt /iti-eo^ 
fcHuman i n i:<^^'^^^<b$-^'2>'fk'^!^t/ili-?-om<^;^^' ij 



ffiiEilt 2003-305. 7 172 



2002-205470 

ta m A m m m m 



m^-^ r [000002934] 

1. ^M^^B 1 9 9 2^ 1^220 

2. m'^^E B 200 3^ 5B9H 



